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[1] CD47Kf^^-i-^\ihimi^o 

[2] CD47;!iSfchCD47-Cfc^MIH[l]lc:|E«OtMk^#:o 

[3] th{b^f*:<^CDR;?)S-re7;^^<*:*5l$-C'fcStflfa[l]*fcfi[2]{ciE^OfcMb^^o 
[4] i^T0Sa^J<DV>Tn;5^?r-^tftflBE[l]— [3](DV^-rtLJ6^(-fa^c^i:Mbfei:<*:: 

(1) Ba^J#-^70T57ii!#-^31— 35<DiE^J (CDRl) . T$y^#-^50— 66(Z>gE^^J ( 
CDR2), r^/^#-^99— 106<^@B5?IJ(CDR3) 

(2) gB5^J#-^10®T$y^#-§-31— 35<^iB^J (CDRl) , T5/^##50— 66<DiS^J ( 
CDR2), T5/^#^99— 106<Dga^J(CDR3) 

(3) iE^J#-^130T5y^#-^31— 35(DiE^J(CDRl) . T5y^#-^50— 66(OiB^J ( 
CDR2). T$y^||-^99— 106(DgBMCDR3) 

(4) ga^J#-^16(Dr5/^#-^31— 35<7)iH^J (CDRl) , T5y^#-^50— 66<Dia^J ( 
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CDR2), T57^#-^99--106(^SSMCDR3) 

(5) gE^J#-^19COT5y^#-^31— 35(DgH^J (CDRl) , T5y^#-i-50— 660ga^J ( 
CDR2) . T57^#-i-99— 106(DgE^J(CDR3) 

(6) iB^J#-e-22<DT^/^##31— 35<Z)ia^J (CDRl) . T 5/^#-^50— 66<OBB^J ( 
CDR2), T^y^-8-99— 106(Z>BB2?IJ(CDR3) 

(7) mnm-^3o<DT^/m^^zi—z5(Dmn (cdrd , t^/^#-^5o— eeoia^j ( 

CDR2), T5y^-^99— 106(DiB^J(CDR3) 

(8) BB2?!l#-^37<^T5y^#-^24— 39<DgB^J (CDRl) . T5/^#-^55— GlOiB^J ( 
CDR2). T57^#^94— 102CDiHMCDR3) 

(9) iE^J##40<^T5/^#-^24-39<OiH^J (CDRl) , T^y^#-^55— GK^ga^J ( 
CDR2) , T^/^##94— 102O@E^J(CDR3) 

(10) iB^J#-^43<DT5/^#-^24— 39<DiS^J (CDRl) . T5y@?#^55— SlOiBJ^J ( 
CDR2), T5/^#-^94— 102Oga^J(CDR3) 

(11) ga^J#-^46<DT$y^#-i-24— 39<DE^J (CDRl) . T$y^##55— GIOIB^J ( 
CDR2)> T5/^-^94— 102(^ga9!l(CDR3) 

(12) ga5^J#^49<7?T5y^#-^24— 39<DgB^J (CDRl) , T5;/^#-^55— 610gB^J ( 
CDR2). T57^#^94— 102OBa^J(CDR3) 

(13) ga^J#-^52(;DT$y^#-^24~-39(Dia^J (CDRl) . T5y^#-^55-610ia^J ( 
CDR2), T$y^#^4— 102Oga^J(CDR3) 

(14) gB5?IJ#-^570T5>'^#-^24-39<Dffi^J (CDRl) . T?y^#-^55-61(^iajlJ ( 
CDR2), T5/^#-^4— 102(DiB^J(CDR3) 

(15) BE^J#-^64<DT$yil##31— 35<DgE^J (CDRl) . T^/Wm^50—6e(DMim ( 
CDR2), T5/^#-^9— 106(DgB^J(CDR3) 

(16) ga^J#^670T$y^#^24— 39(DgB^J (CDRl) , T5/^-^55— 61(Dia^J ( 
CDR2) , T5/^#-^94— 102(Dia?^iJ(CDR3)o 

[5] iJi.T<^ia^Jov>Ttuji^^^tfMiE[i]— C3]ov^-r'^^>6>(;IiS^(^t:Mh:^^: 

(1) SE^J#-^7<DT$y^##l— 30(^ia3?IJ (FRl) . T5y^#^36— 49(^iB^J (FR2) 
^ T5y^#-^67— 98(Oga^J(FR3), T$/^#-^107— 117<DgB3?IJ(FR4) 
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(2) mmmmo<DTiym^-^iso<Dmn (frd , t5/^#-^36— 49<^@b3?'J (fr2 

) . T5y^|i-^67— 98(^SBMFR3). T$y^#-^107— 117(0@B^J(FR4) 

(3) iB^J#-^13(7)T5y^##l-30<Dia^J(FRl), T5/m#-^36-49<;DiE3^J (FR2 
). r$/^#-^67-980ia^J(FR3). 7'$/^##107-117OBBJ^J(FR4) 

(4) gB5?IJ#-^16OT$y^##l-30<Dffi3?IJ (FRl) , T$y^#^36-49<?5BB^J (FR2 
). T5/^#-^67— 98(DBa^J(FR3), T5y^#-i-107-117(DBa^J(FR4) 

(5) iB?IJ##19<DT5ygg#-^l— 30OiB^J(FRl) , T5y^#-^36— 490iH^J (FR2 
). T5y^#-^67— 98cOga^J(FR3), T$y^#-^107— 117«DiB^J(FR4) 

(6) iE^J#-^22CDr5y@?#-^l— 30(O@a^J (FRD . T5y^#-^36— 49(DiE^J (FR2 
) , T5y^#-^67-98<^ia?IJ(FR3). T$y^##107— 1170@B^J(FR4) 

(7) mn^^30<DT^ym^^l—30(Dmn (FRD . T$y^#-^36— 49c^gB^J (FR2 
). T$y^||-§-67-98<Dia^J(FR3), T$/@S#-i-107-117<^ia3?IJ(FR4) 

(8) mm^^37(DT^ym^^-l—23<Dmm (frd , T5/^#-i-40— 54<D|a^J (FR2 
). r5/^##62-93(Dia^J(FR3). r5y^#-^103-112<Dia^J(FR4) 

(9) BB^J#-^40<7)T$>'^#^1— 23(DgB^J (FRl) , T$y@S#-^40— 54<?5iE^J (FR2 
). T5y^#-^62-93<Z>BB5?rj(FR3), T5y^#-^103— 1120BB^J(FR4) 

(10) iB^J#-^43(DT§y^#-^l-23<DiE3^J (FRl) . T^y ^#-^40— 54<Dga^J ( 
FR2) . T5y ^11-^62— 93<DiB^J(FR3), T$/^#^103— 1120Be^J(FR4) 

(11) ga3?lJ#-^46(Z)T5y^#-^l-23<7)@a^J(FRl) . T^y^#-^40-54(^iH^J ( 
FR2). T5y^#^62-930BE^J(FR3), T5y^#^103— 112(DBa^J(FR4) 

(12) is^fij#-s-49<Dr5y^##i-23oiB^j(FRi) . T^/mm^Ao-54<Dmm( 

FR2), T$y^##62— 930iH^J(FR3). T$y^#-^103— 112(OSa^J(FR4) 

(13) ga^J#^52<DT5yg?#-^l-23<Dga^J(FRl) , T$y^#^40— 54<Dga^J( 
FR2) . T5y^#^62— 93<DiE^J(FR3), T^yM-^-lOS— 112(DiB^J(FR4) 

(14) iE^iJ#-^570T$y^#-^l— 23<^iB?nj (FRl) , T5y^#-^40— 540iH^J ( 
FR2) . T5y^#-^62— 93<7)iBMFR3). T5/m#-^103— 1120BE^J(FR4) 

(15) gB^U#-^64<DT$y^#-^l-30<^iB?lJ (FRl) , T$y^#-^36-49(^gB^J ( 
FR2). T$yg?#-^67— 98<^BS^J(FR3). T$y^#-^107— 117<OBa>?lJ(FR4) 
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(16) gB^J^-^67(Z)T5y^#^l— 23<OBB^J (FRl) , T$7^#-^40>-54<^iB?lJ ( 
FR2) . T5y^#-^62-93CD|S^J(FR3). T5/i^#-^103— 112(^iB^J(FR4)„ 
[6] ®^^^>fb^#:-efc«)^iB[l]-[5]OV >-rix>6>(cfS^<Dt Mb^#:o 
[7] ^^r-^f^ (Diabody) -Cfc5ltSaia[6]iBm<^th'fbfet^o 
[8] — :2|s:^Diabody"Cfc^WlB[7]iE<K<^fcMbtt{ilCo 

[9] Diabody*^j5K-t-5:77^^ vMSI ^}^^m^t£.'r^^h^mmi'r^ 

«li[^[7]*feJ4C8] {CiE«(^fcMk^«^o 

[10] jaJlT<^#m^^-r5MfE[9]^*feOtHb^fl!:: 

(1) iEiFiJ#-^90[cSB^OT57®!gB^J^WrS^^*: ; Xf* 

(2) T$7^@E^J (1) \rL^\^xm\^<\'mm(Or^m-h^tK^. #inXllSlfebfcT$ 

[11] j^;iT(o4#mS:Wi-5iiriB[9]ia«g<DtMb^^*^: 

(1) Ba?!l#-^92{c^«<DT^/^BB^J^*-r5tn:^*^ ; X(* 

(2) r^jm^m (i) (J:*3v^-cl^b<{*^ffloT^y^;6S:X^. #Anxi*g!Jiu^cT$ 

y^iE^J«r*b. ;5>oCD47-^<o?^-g-?£ttS:*i-S^#:o 

[12] Diabody^«fi!c-t-5:79i/p'>'hra {C':^>^/v7wKJi$-g'35iS#^i-S- i;Sr#mi;-^ 

tbCD47{^i^-a-i"^Diabody^#:o 
[13] ii>lTc^iH^J<^ V ^-rtL;5^€:-^^f SiIiE[12] ^CfE^<DDiabody^^*: : 

(1) iH?>J#-^7<DT^y^#-^31— 35<^Sa^J (CDRl) . T^/^#-^50— 660iE^J ( 
CDR2) . T$y^#-i-99— 106(DBB^J(CDR3) 

(2) iE^J#-^10<DT$y^#-^31— 35<DiB^J (CDRl) . T^/S^##50— 66(7)iE5?(l ( 
CDR2) , T5/^##99— 106<^gB^J(CDR3) 

(3) iH^J##130T5y^#-^31— 35(OiE3?!l (CDRl) . T$y®f#-^50-66OgE^J ( 
CDR2). T5/^#-^99— 106(^iB^J(CDR3) 

(4) @a3^J#-^16(;OT$7^#^31— 350gE?^J (CDRl) . T^y^#-^50— 66(^|B^J ( 
CDR2), T5y^#^99— 106OgEMCDR3) 

(5) ia^J#-§-190T^/^#-^31-35<^|B^J (CDRl) , T^/^#-^50-66<Dia^J ( 
CDR2). T5/S6#-^99— 106<DSa^J(CDR3) 
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(6) iB^J§^22<7)T57^#^31— 35<DiB^J (CDRl) , T$/^##50— 66(©iB5^J ( 
CDR2). T5/^#-^99— 106(DiS^J(CDR3) 

(7) ga^J#-^30(Dr$y^##31-35<DiS^J (CDRl) , r 5/^#-^50— 66<Dia^J ( 
CDR2), T5/^#-^9— 106(Z)iE^J(CDR3) 

(8) gB^J#-^37<^T$/afe##24-390|B2?IJ (CDRl) , T^/^#-^55— Gl^SB^J ( 
CDR2). T5y^#-^4— 102Oga5?!l(CDR3) 

(9) m^m^40(DT^/m^^24—Z9<om^\ (CDRl) . T$/^##55— 61<DiB^J ( 
CDR2). T5/^#-^4-~102OgB^J(CDR3) 

(10) iE^J#-^43(DT57^#-^24— 39(7)iH^J (CDRl) . T5y^#-^55— 61(7)iE^J ( 
CDR2). T5/^#^94— 102(?5@B^J(CDR3) 

(11) Ba^J#-i-460T5/^#-i-24-390iH^J (CDRl) , T5y^#-^55— eiOgfi^J ( 
CDR2). T?/^#-^4— 102(7)iB?U(CDR3) 

(12) Ba^J#-^490T$/^#-^24— 39<DgE^J (CDRl) , T5/M#55— 61<Dga^J ( 
CDR2), T$y^#-^94— 102Oga^J(CDR3) 

(13) iB^J##52<DT5/^#-^24— 39cDiB^J (CDRl) , T3:/®!#-^55— GlOiB^J ( 
CDR2), T5y^#-^94— 102<DBH?IJ(CDR3) 

(14) iE^J#-^570T5y^#-^24— 39COiE^J (CDRl) . T5y^#-^55— 61<DiEa^J ( 
CDR2), T$/^#-^94— 102(DiB^J(CDR3) 

(15) BE^J#-^64<^T5/^#^31-35<Z)BE^J (CDRl) . T ^y^#-^50— 66»gB^J ( 
CDR2)> T$/^#-^99— 106OgE^J(CDR3) 

(16) iE^J#-^67<7)T5/^#-^24— 39<DBB^J (CDRl) , r$/^-^55— eiOlE^J ( 
CDR2), T$y^#-^94— 102OiE^J(CDR3)„ 

[14] UAToiE^JSr^tfCD47{ci^-^i-SfcMbttf!|c: 

( 1) iE^j#^3o<DT$7^#-^i — 1 n(Dmn<DMm^^wmv^Wi rxj^ 

(2) gE^J#-^570T5y^#-^l— 1 12OiE^JC0iE^J^tfL^Vfg^<, 
[15] i^JlT<^iE^JSr-^tfCD47{^^'g-r5tMb^#:: 

(1) gB3?iJ#-^64<^T$/^#-^l-ll7(^gB2?iJ$r^t?H^v^^:&tJ? 

(2) Ba^J##67<DT$y^##l-1120iE^JSrgrt?L^V^igco 
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[16] iiiT<D\^^'rth7!)^<DMm^tfCDm:im^ir^i7ii^: 

(1) gB^J##73<^T5y^#-^l— 234c^gB3^J 

(2) ia^J#-^74(^T5y^#-^l— 2340iB^J 

(3) iH3^J#-i-78»T?y^#-^l— 483<^iE^J 

(4) ga^J##79(^T^y ^##1 -483©ia^Jo 

[17] WfB[l]-~[l6]<DV ^-rtb;6^(^IS«fe(D^{*:^Sr3-Ki-5jte^^o 
[18] tfffB[17]{^iB«fe<^«e^S:-^tf'<^i5'-o 

[19] mm^lB^\^^mm(D-<1!^^-^t^m^ms&o 

[20] tfrfB[i9]icfE«o^^jWJ3a^m*-rsxm^-^tf^^<^Mag:^&<, 

[21] ttriE[i]-[i6]<75v ^'rti^Mz:mm<Di^i^=t^t^^sLmmmi^mmo 

[22] fijiiLfS^ itts-frMtsajfefs. ^i^y^^-^tifiM. it 

ttyi^/-«i*ajfiL#!. ^!feATiNBl}afiJ^IL|lp!. Mixed Leukemia, Hairy cell 

«jliL. #flMJi^^3Si^s^. ^t;5*i4#jiiL5ai;{i^6>^^$ixSfiifia[2i]faifeof&ii^^ 

[00103 [llll]iai{*> tMbH^^^— i^a^-l.l, 1.2, 1.3^^^7L^^m^-^^itfc^^f*s ^ 

[S2]ia2i*, fcMbH^/^— ✓'3>'l.l, 1.2, l.3t^?iyl.m^m.^^i:>-^fci7im-i 
MABL-2{J:J;5ife-g-pa*S'l4-ef4^^— i^3>'1.2, 1.3f4^^7^«:i:mf^ll^<^Pfl* 

[ia3]03{*, fcHbH^/^— -^3>'1.4, 1.5i:#p«7L««:m^-^^3-frfcin:<|JOig-a'« 
tt«^^7*ft«^i3iT^^^— ^3Vl.3i;l^^-CfcS:ii:«r^1-i5^7>'"Cfc5„ 
[12|4]|2|4{±, tMbH^^^— i^3>'1.4, i.5t^^9Lm^m^^f^'^tzmi^<Di^^m 
^j^'l4{*^p<9^#:*3 iU?^-^— i^a VI .3 J:?)!? V ^:i^^^i-^9:7-t?feSo 

[|2l5]|ll5f4, tMbH^/<— v?3>'2.1ftdep{7^^t:i:}5{J|^^(^MABL-2{Cj;Si^'a- 
[ia6]ia6tt, HHtLm^^—i^a^lA, 1.2, 1.3t=¥^7H^KSrMi^'a'*3-a:fctrt#:{*H 
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[Ill7]|g7{4, tMbLi^^^— ^^aVl.l, 1.2, 1.3t^P«7H^^M^'^*3•^fc:^(^c{4 

ipai^i ,mm^m.^mmz^^ ^■rt=^^9^^*^^-3^<3v ^tc^tt:m-f-i^^y-oh^o 

[ia 1 1] la 1 1 {4^ t h'fbH^/^— i^3>'2. 1 i:t MkL^^^— ^^2. l M^-^^^-frfcth 
<bMABL-2^^fi. ^^95t^*i:i|^@iFOMABL-2{Ci5^'g-|Ja*ffittS:^-t-6;ii; 

mi2m 12}±. fcHbHi^/^— i^3:^2. lirfcMbLi^^^— i^3^^2. iSrm^-a-fc^^fcfcb 

[|l|13]iai3A«. tHbMABL-ltrt^, l^lSBf*, fcMI::MABL-2jn:f*^*SfcHAPiSe^ 

^^ALfcL1210iWiia{-iWfl&5E^^^-rs^i:Sr^-ri5^7:7T*fe;5, 
[|2|14]iai4}*. th'fkMABL-l feif*:HL5]^^CHO^/ia(^^^_hM<SrSP-Sepharose 

[^15]iai5{4. tMkMABL-l ^^*:HL50!RfS^J©S^^:*5V^-C. SP-Sepharose F.F. 
column-t?#f>*T.fcW:9-^Hydroxyapatitecoluinn{Cj;9i|tMU/c^O:J^O'^h^7i^^ 

[iai6]|2116{*. th'fkMABL-l ^<^:HL5<Z)iW®Ii©S{3:*5V^-C, Hydroxyapatite 
column-C#?5tufcili:9'^Superdex200 columnfCilpm^bfcg^Oi^D-x'h^^i^-Cfc 

MABL-2^<*:HL5*3a;t;?sc(Fv) (D, Superdex 200 column\Z.J;:V)'^^y/\^^M<Di^^ 
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2 

±(D'^^&i'±mi2 kDa^. tH^:MABL-2^^^^HL5*5J;U^sc(Fv) fi, ^;5^(t±<^:9' 

z 

^fi^40 kDatr^UfCo 

2 

SDS-PAGE:9'*f<^»^;^^Sr;^i"o HL5«:m^f|:tt,monomer<D5)'^^*^g(*?j30 kDa 
(0^-?i^K*:^L. sc(Fv) }-im^i^thmonomer<D^'f'AiiLM(^55 kDa)K 

2 

2 

SDS-PAGE^*ffCO^S^$r^i-o HL5fiM^fri:tjmonomer0^^^fi^g (^30 kDa 
) (D/^^'K^^b. sc(Fv) i^m^^thmonomerff^-^^m^UiMidb kDa) 

2 

[Ia20]|g20f*. fch'fbMABL-2^^HL5^TJ?sc(Fv) . tMbMABL-l^^fCHLS^TJ? 

2 

sc(Fv);6SMOLT4Jii|BliatJ:JNHlia5E§rM^i-5wtSr;^i-^7:7-efe5o 

2 

[Ia21]|g21f4. tHbMABL-l^rl^^Csc(Fv)2;iStheJf^.5lpf■^1^;:^^■7^/^^^:i3V^T. M 

[ia22]ia22{*, S-Siig'a'#Ath>fliMABL-2 HL5<Df^$SlSr;^-t-^^ia-^*>So 
[ia23]|E|23(4. *fMbfct:Mt:MABL-2^#:HL5 SS44*5j;UfSS105COSuperdex 200 

^Fi^40 kDa^^bfCo 

[ia24]|g24tt. i^$!{Uytfch'fbMABL-2^<ilSHL5 SS44*3j;t;?SS105cDil7ci:#jl7C^ 
ft=SDS-PAGE5)-*Ff<^J^;^S::m-r«SS44*5j;t|fSS105«jS7C^ft^-CmonomerO^>^ 
*^g(*^26 kDa) Jcm— O^^VKSr;^b. #jl5c^f4=-edimer<^^^ft<lt® (i^45 
kDa) (31^— 0^^:/K^*b^ 

[^25]^25«:, th'fl;MABL-2 HL5 SS44*5j;OT:h^liMABL-2 HL5 ;55i:HARae^ 
[0011] CD47 
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B^V<i'imiW}m^MCD4TCm. $t>{J:^f*L<W:fchCD47T-*)5„ fchCD47 
(DT^ymMn-^M^nnmc^Jk^-^h^O. CeU. Biol., 123, 485-496,(1993). 
Journal of Cell Science, 108, 3419-3425, (1995). GenBank:Z25521)<, 
[0012] :^^m {-*5V ^-C^CD47trL^*:{i, CD4:7^(Dl^'^m^^ir^m.*)<l^i:^Um.ft^£<. 

Xlta^^c. m:^fi'^:^V (Chimeric) (Humanized) ^^*:^1)^ffi"etSo 

[0013] ^i$i<Di.m:sLxmm<D^'^^mi^ (v^^) fi^ig^-^i^^i Lj^s.tm 

framework region ;FR)i:3<@<DMRr^Xf4ffiMli^S^iife(CDR; complementarity 
determining region) j:958^c?tl'TV'»5 (Kabat, E. A. TSequences of Proteins 
of Immunological Interest J US Dept. Health and Human Services, 1983) « 
[0014] MIE4ffi(^:7l^— iN!7— ^^i^(FR)<D^<cOgP^f4i3-v'— hfllit^tO. ^<D^^^ 

[0015] rjxb^cDR^igcfi. nhtifdnP^(Dvmm(DT^ymmmt^immW(OYmm(D 

J^^T^y^W.Mt'tM'a-t?>^t{^X^X^ Kabat, E. A. TSequences of Proteins 
of Immunological Interest] <3C>iSi^M:5^bEttif^t:6St?|f So 
[0016] fch^fb^Tiflcfi, (reshaped) th^^i:t>f5^$iX. ^tlit. 0\lhWj^m^^m 

|g#-^EP 125023-^1^^. WO 96/02576 ^'^m^m)o 
[0017] 0i^hW}m^^^:^(Dm^. •^'^^tn.W(OCDRkiih1^i^<DZ7U--JxU 
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[0018] CDR^iffVxmi^^ti^i^h^^(D:7u—j^r^—'i^mm'i. ^Wi^^&mm^ J^iii- 

— ,£^7— :J^®JSE(^)r$/K<SrgifeL-C1>J;V^(Sato. K.etal.. CancerRes.(1993)53, 
851-856) o 

[0019] i:Ht^i^<DI.mvmi^}-i. fch*5t5^#^(^L^^V^:^(0:71x— A>7— i^-ggilgCFR) i: 

fet^4c(0H^^V^^O7^— A!7— (FR) tWy^Vmm ft ^^<4i<^HSKV^i^(D 
CDRSr-^tfo 

[0020] fcMk^^<^C«^{J:f*, jg^, thtrt#:<D^>Od5^gffl$*L, mx.mimX^^ Cyl 
, C Y 2. C y 3. C V 4Sr. L^t?«C k . C ;L ^^m't^Zit1>^'(^^^o *fc:. ^f*:*^ 

[0021] #^fcMb«^ft^l5^{*:f*. #{J:|^;t$tvr. ^yh^^. 

fi^^thnifLmftjfe^^c-efci?. $e>{-^*b<fiffo«mft5f£tii#:r*fe«?. m^m-i^ 
[0022] fchft Jf5<DFR^oJ;^/5#^th»Jifeft5l5©CDROT5:y^gB^J^*^ — fuefe^ m^^-i. iK 

[0023] CD47-^Oi!g-g-®i4Sr^-r5IS«?, ;*:5SII<^tMbmCD47^<*:OCDR. FR<DT$y 

^iB^Jfi#{j:PS^$tv-r. ifoJ:pJfcia^J^fflv^-o^)J:v^„ CDRtLTf*iJAT(OV^-r 

(1) ia^j#-^7<DT$/^#-^3i— 35ogB^j (cDRi) , T$y^#-^50— eeoga^j ( 

CDR2) . T57^#-§-99— 10660 SE^J(CDR3) 

(2) Ba^J##10<Z)T^7^#-^31— 350gE^J (CDRl) , T5y^##50— 66<^SB^J ( 
CDR2) , T5/^#:-^99— 106Oiia3?U(CDR3) 
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(3) iE^J#-^13<7)T$y^#^31— 35<^iB^J (CDRl) . T$/m#-^50— 66<7)gB>?iJ ( 
CDR2). T5/?t#-^99— 106<^gBMCDR3) 

(4) BH^J#-^16(^T$y^#-^31— 350SH3FIJ (CDRl) . T^/^#-^50— 66<DiE^J ( 
CDR2). T5y^#-^9— 106<^iB^J(CDR3) 

(5) iH^J#-^19<DT5y^#-^31— 35<^BB^J (CDRl) . T$/^##50-66<^ga^J ( 
CDR2) . T5y®?#-^99— 106(DSB^J(CDR3) 

(6) BE>?rj#-^22<Or5/^#-§-31— 35<^iE^J (CDRl) . T$/^##50-66<DiB^J ( 
CDR2) , T5/^#-^99— 106(DBa3?!l(CDR3) 

(7) iEa?IJ#^30(D7'5y^#-^31— 35CDgE^J (CDRl) . r5/^#-§-50— 660ia^J ( 
CDR2), T?y^#-^99— 106<Dga^J(CDR3) 

(8) gE^J#^370T$y@?#^24— 39cDgE^J(CDRl) . T5y^#-^55— 61(^BB^J( 
CDR2) , T5/^#-i-94— 102<DBS3^J(CDR3) 

(9) Ba3?!l#-^40®T$y^#-^24-39<^gB^J (CDRl) . T5/^##55-610BS^J ( 
CDR2) , T$y^##94— 102(DiB>?!l(CDR3) 

(10) gB^J#-^43<DT$/®?#-i-24— 3903BE3?!! (CDRl) > T$y^#-^55— SlOgB^J ( 
CDR2), T5y^#-^4— 102(Z>BB^J(CDR3) 

(11) iB^J#-^460T$y^#-^24-39<D@H^J (CDRl) . T$y^#=-^-55-610BS^lJ ( 
CDR2). T5/^#-^94— 102OiS^J(CDR3) 

(12) ga^J##490T$y^#^24-39(^gS^J (CDRl) . T^/^#-^55-61<^Sa3?lJ ( 
CDR2). T5y^#^94— 102(Z>ia^J(CDR3) 

(13) iB?IJ#^520T$/^#-^24— 39(DE^J(CDR1) . r$/^#-^55— 61(DiB^J( 
CDR2). T$/^#-§-94— 102©iB^J(CDR3) 

(14) BE^J#-^570T5y^#-^24— 39(?5gB^J (CDRl) . T$y^#-^55— GKDiB^J ( 
CDR2). T5y®?##94— 102OgB2?'J(CDR3) 

(15) iB3^J##640T$/^#^31-35(DiE^J (CDRl) . T^y^##50-66<DBB5nj ( 
CDR2). T5/^#-^99— 106OiS^J(CDR3) 

(16) Ba?IJ#-^670T^/^#-^24— 390iH^J (CDRl) . r^/^#-^55-61©gB^J ( 
CDR2). T5y^#-^94— 102©iB^J(CDR3)o 
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[0024] *fc, FRtU-C}* JK^TOV >-f tL;J^<^T5y^BH^J^t>ot>0;JW*bV ^ : 

(1) BB^J#-^70T$y^#-§-l— 30(DiE^J (FRl) . T57^#-^36— 49(DgB^J (FR2) 
. T$y^#-^67— 98£DiB^J(FR3). T5/®?#-^107— 117(7)iE^J(FR4) 

(2) Ba3?U#^10<Dr^/SI#^l— SOcDlB^m (FRl) . T$y^##36— 49<^iB^J (FR2 
). T5/^#-^67— 98<Z)iS^J(FR3), T5>'^#-^107— 117©gB^J(FR4) 

(3) BB^J#-^13OT5/^#^l-~30<?5BB3?>J (FRl) . T5/^#-^36-49(Dia^J (FR2 
) . T$/^^-^67— 98<DiB^J(FR3). T5/^#-§-107- 1 17<DiB^J(FR4) 

(4) ia^J##16<^T5y^#^l-30Oia3?IJ(FRl) . T$/^#^36-49(^gS^J(FR2 
). T5y^#-^67— 980ga^J(FR3). T5y^#-^107— 117(DiB^J(FR4) 

(5) Um^m9<DT^ym^-^l—30<Dmn (FRD . T$/^#-^36— 49(DiE^J (FR2 
). T5/^#-^67— 98(^BB^J(FR3). T$/^#-^107— 117(p@B^lJ(FR4) 

(6) gB^J#-^22<DT$y^#-^l— 30<Z)ga^J (FRl) . T5/iS#-^36— 49<DiH^J (FR2 
). T5/^##67— 98©iB3«J(FR3). T5y^#-^107— 1170BaMFR4) 

(7) BB^J#-^30<DT5y^#-^l— 30Oia^J (FRl) . T5/^#-^36— 49(^Ba3?!l (FR2 
). T5/S&#-^7— 98<DgB^J(FR3). T5/^#-^107— 11703gB^J(FR4) 

(8) Sa^JS^37<DT5y^#-§-l— 23<©ga^J(FRl) . T$/^##40— 54<DiH^J(FR2 
) . T5/^#-^62— 93<;DSS^J(FR3), T5/^#-i-103— 112(^@E^J(FR4) 

(9) BE^J#-^40(DT$7^#-^1— 23(^iB^J (FRl) . T5:y^#-^40— 54<DiB^J (FR2 
), T5:/^##62— 93<DgS^J(FR3). T5y^#-^103-112<Oifi3?lJ(FR4) 

(10) mnm^4:3<DT^ymm-B-i—23<Dmn (frd . t5/^#-^4o— 54cogH?ij ( 

FR2). 7'5>'^#-^2-93(©iB^J(FR3). T$/^-^103— 112(D|SMFR4) 

(11) ia^J#-^46OT5/m#-^l-~23(0iS^J (FRl) . T$/^#-^40-54<DBS5«J ( 
FR2) . T5y @5#-^2— 93<Z)gE^J(FR3). T$/^##103— 1 120iS^J(FR4) 

(12) iE^J#-^490T$>'^#-i-l-23cOBE3?lJ (FRl) . T$/^#-^40-54OiB^J ( 
FR2), T$y^#-^62-93(DiB5^IJ(FR3). T$7^##103— 112(DiS5?IJ(FR4) 

(izmnm^52<Dr^ymmm-23<Dmn (frd , T5y^#-^4o-54<Dis^j ( 

FR2). T^y^#-^62-93(DiSB^J(FR3). T5/^#-^103— 112(^)iB?IJ(FR4) 

(14) mm^^57(DT5./mmm—23<Dmn (frd , T^/^##40-54OBa^j ( 
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FR2). T$/^##62— 93(7DgS^?IJ(FR3)> T^/^^-^lOS— 112(Z)gE^J(FR4) 

(15) iE?iJ#-^64cDT57^#-^l-30OgH^J (FRl) ^ T$y^#-^36— 49(DBH^J ( 
FR2). T$y^#-^67— 98(DiE^J(FR3). T$y^#^107— 1170iE^J(FR4) 

(16) Sa^J#-^670T^y®J#-^l-23(^SS^J(FRl) . T^/^#-^40— 540BH3^J ( 
FR2). T5y^##62— 930iB^J(FR3). T$/^##103— 112(^Ba2?IJ(FR4)„ 
j^^CD47j^ft:Offea5tStJ?CDRiB9IJ 

So 

[0025] *-f . ^ll^(i<2^^<^;b^&(J:J;«9^CD47^^^f^®I-r5o 'e«J;t{^. CD47i5^V^-«i5^ 

[0026] *-r^ ^#:«(#(^ii5fP^tbT^ffl§*VSCD47^>'^-«iJ'@^. GenBank:Z25521 
^{;i|g^$*T.fcCD47itte^^/'T$/^iS2?iJSr##lJ:|iim$-Br5„ -T^i^^. CD47^ 

[0027] ^{C, ^(7)*t$!iCD47^V/^^«^^f^^®iUX^V^5o fc^VN}*, CD47<Z)g|5:9' 

[0028] ^CD47^«s:©|gSifc-f-5CD475>^±<^3it>— :/«#^(Dl>0 t^lS3t$*T/-r , 

^CD47^^*:Srf^S|-r6fc«)(Z)^M«. CD47:9-^±{c#^i- S^t'h-^^Sr^tfrr 
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So 

[0030] mi^ifcm^mm^^^^'r^i^it. ^^<D:^mic\^tii)^oxni^th^o mx.i't^ — 

i^Mo ^f^^JI^fSrPBS (Phosphate-Buffered Saline) -^^St^itTK^ 

[0031] :L<Dx^i^0^m^^mu ikm^imm(Dm^u-</ui!ii±^ir^<D^m&\^ 
[0032] tiimf&mms&tm^^Mi>^:^<ommmtL-x. m^m^(Ds.:3^vi'-7mm^m^^ 

5o ^(D^=^x:i—'^mmit. ^^(Dm^(Dm^. m?Ht. P3(P3x63Ag8.653) (J. 
Immnol. (1979) 123, 1548-1550) ^ P3x63Ag8U. 1 (Current Topics in Microbiology 
and Immunology (1978)81, 1-7), NS-1 (Kohler. G. and Milstein, C. Eur. J. 
Immunol. (1976)6, 511-519) . MPC-1 1 (Margulies. D.H. et al., Cell(1976)8, 
405-415) , SP2/0 (Shulman, M. et al., Nature(1978)276, 269-270), FO(deSt. 
Groth. S. F. et al., J. Immunol. Methods (1980) 35. 1-21) , S194 (Trowbridge. I. S. J. 
Exp. Med. (1978) 148, 313-323) , R210(Galfre, G. et al.. Nature (1979) 277, 
131-133) ^TbmMi^^^m^Mo 

[0033] mm^mmmt^=^^-'^ms^t<Dmmm^i-is m^mi^\t{^^(D:^m. tct±it 

, -ir— 7— t^/Vj^v'^i^^jOlSrjSfe (Kohler. G. and Milstein, C., Methods Enzymol.( 
1981)73, 3-46)^fcSpC-C^f5::i::d5-ct5o 

[0034] j;«9***:6<jt^tt. strtejNajaiat'a'f*, m^t£mmmi^i&mm<DmEr\zm'^<D^ 
[0035] ^mmmt^^^-^ms^t(Dmmw\^ni£Mi^wtm't^^tii^x^^o m:^i-i. ^ 

ain-nrJNBJia{C*f bT^feiSJNBl}a^l-10ffiFi:-r5O/5W*bV \ StflBiNBIiaSll'^f-ffi V > 
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-^b. "^iibsTcm^i^MmutPEGmm (^jx{i¥*ir^^*iooo-6ooom^) 
S3o-6o% (w/v) (Dm&'^i^tau m^-r^^Ltizj^^x n mk-r^m^mf^ i^^^ 

[0037] :i<DXv icvxmhi^hfcy^^yv K— m'^(omw^mw. mx.\-iHATmmm ( 

[0038] z.<Di.o\z}^x^m-^if\^^>^^^—-^f^^i^^M^'t^^^^W—^\^. 

■^mx^^o 

[0040] ^CD47^fr^^i^^^i-S/^-r^y K— tT:cp47^«:o (V) 

ji'il^?!fe(Chirgwm, J. M. et al.. Biochemistry (1979) 18, 5294-5299) . i/T^^^v?^'^'- 



wo 2005/044857 



17 



PCT/JP2004/016744 



fe. AGPC}fe(Chomczynski, Ret al.. Anal. Biochem. (1987) 162, 156-159)^ {CI J; 9 
ffoT^RNA^^^L, mRNA Purification Kit (Pharmacia^) ^^^fflLTgetjO 
mRNA^fgMi"So '^tz. QuickPrep mRNA Purification Kit (Pharmacia]^) ^ffiV^S 

[0041] #btbfcmRNA;5*^jJfrte^^^S:fflVNTtrt#:V|g*^<OcDNAtr-^fifei-5o cDNAO 
^^ti^ AMV Reverse Transcriptase First-strand cDNA Synthesis Kit (^-fk^XISg 
tt®i)^^fflV^Tmo cDNA<7)'g-^:}oJ;tJ?litgiSrff5l-»i. 5'-AmpliFINDER 
RACE Kit(Clontech$^)*5J;tW'CRSr.^V^fc5'-RACE^(Frohman, M. A.et al., 
Proc. Natl. Acad. Sci. USA(1988)85, 8998-9002^ Belyavsky, A.et al.. Nucleic 
Acids Res. (1989) 17, 2919-2932) ^^^ffi-TS^-t/SS-et^o 

[0042] m^tifcPCRmmni^h @ e^j^t- sDNAif>^•*«Mb^ ^^^—uNAtrnw-t^o 

fch S *FRSa^J{*UE{-T$y^gS^J*5^i?ig$nTV >Si!E^Oth^#:<DBB^J*^ffl 
i-5:ii^dS-BTIB-Cfc-5o i^llxf^. Protein Data banktC^^^tUTV ^535^th^^<7D 

[0043] ^ffi-r5FRiB3?IJ(*, CDRBB^JO*J^5i:'io-CV^5trt^(OFRiB^Jift'bl^— tt<^i«5 
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[0044] — (bispecific antibody) -Cfcort>J;V \ — fi^M+^^^fi 

XV ^S (0iJX.fi. WO/0061739. WO02/31140J'.Cif)o 

[0045] 2|s:|g|g {C*5V ^Xm^^i\:.W.Wtn. ^;g^Mwhole andibody, -^JX-t^whole IgG 

v>ds. fi^Rl^^ii^ (VH)Xf4!|S^B^lS«i^(VL)^-^A/-ev^5vlt;a5$f*L<. 
0*UV^(^«VHi:VL<^^^^^tP»f>^•■T?fc5o taft:if>H-0^#:^JtUXtt. ^tJxifi 
. Fab. Fab'. F(ab')2. Fv. scFv(^>^i//V^3i^>Fv) . T'^if ^^^(f 
^f*b<{iscFv (Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 
5879-5883. Plickthun TThe Pharmacology of Monoclonal AntibodiesjVol.113, 
Resenburg AtJ« Mooreli. Springer Verlag, New York, pp.269-315, (1994))t?fe2)o 

Co, M. S. et al., J. Immunol. (1994) 152, 2968-2976 ; Better, M. and Horwitz, A. 
H., Methods Enzymol. (1989) 178, 476-496 ; Pluckthun, A. and Skerra, A., 
Methods Enzymol. (1989) 178, 497-515 ; Lamoyi, E., Methods Enzymol. (1986) 
121, 652-663 ; Rousseaux, J. et al., Methods Enzymol. (1986) 121, 663-669 ; Bird, 
R. E. and Walker, B. W., Trends Biotechnbl. (1991) 9, 132-137#Ra)o 
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[0046] ^^m\^m ^-C0*bV ^'tg:5>^^'^b^^t:{4Diabody-efc€>o Diabodyf* . RT^^i^i: 
Rl^'Ei^^y V*— ^-Ci^'a-Ufc^7i/^>'K^Jx.fi. scFv^) (^^AT^ Diabody^« 

0<DVH^tf(P.HoUiger et al., Proc.NaU.Acad.Sci.USA, 90, 6444-6448 (1993)^ 
EP404097^^ W093/11161#^ Johnson et al., Method in Enzymology, 203, 88-98, 
(1991)> Holliger et al., Pfotein Engineering, 9, 299-305, (1996)^ Perisic et al.. 
Structure, 2, 1217-1226, (1994), John et al.. Protein Engineering, 12(7), 597-604, 
(I999)x Holliger et al.. Proc.Natl.Acad.Sci.USA.. 90, 6444-6448, (1993). AtweU et 
al., Mol.Immunol. 33, 1301-1312, (1996»o 
[0047] Diahody^m^-r^yy^^^H^. VLtVH^J^-a-UfctjO, VLi;VL$rii$-^b/ct)(D 

(D-T?fc5„ DiabodySrfllfife-r5:77i/^>'hf {^:*5V^T. RT^^ii^i: «r^0^^M-^i- 

[0048] DiabodySr1tfife-r2>:79:r^:/M^tt>Sry:x;*— jfeif-Cr^-g-UT, — ^t:^Diabody( 

sc(Fv) ^h'^-^^hh'^mx-h^, ^<Dm. Diabody^«^i--5:79i/p<VM^±^15— 

2 

o -*^Diabody<D«»|tb-Cf:i, iJ^TOip'fcSBffi^^ff 5ri:>6S-C#So 
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[VH] linker(5) [VL]linkeKl5) [VH]linkeK5) [VL] 
[ VL] linker(5) [ VH] inkeK 1 5) [VH] linker(5) [ VL] 

[VH] linkeKS) [VL] linker(l5) [VL] linker(5) [VH] 

[VH] linker(5) [VH] Unker(l5) [VL] Unker(5) [VL] 

^^-fKDiabodv 

Diabody<t{4, Diabody^r^fife-TS^^^P^^'hP^ lZ^mf^^^^^^ir^Dia.hody(D^t 

^v^5o Diabody^#i^!gi-s:77^7«vh^{c#?5E-r;5**^-a-f4> m^m^^fh-rif 

idS-C#5o i^:^/\^y^h'm^\tm ||*{c45t^<D;^^-CDiabody{C#Ai-5wi:dS^ 

[0049] i^J^JUy^h'l^'^i-im'M. Diabody^(Dm^^tltlT^/m^l^:^v'^>i^m.tSirr^ 
:LilKX^DiaohodyicmA^tl?>7i^. m<0:^mMmAVXhX\^\ DiabodylJl^A 

i?^/V7WKi^'^)0SDiabody(^igA^nSo ^O^-^. il^. (^Diabody^1S^-r 
^79^P<:/h<^VH^C^^A$^^fci/;^7^-f'>'i:^Z:^ODiabody^>^^-r^:79^5^7«>^^0 
VL^^:^A§^^fcix^7^-r>^^Slo g (Di^:^j'vy^V^^t:ll^m^, H— (^Diaobody^ 
#^!ferS77^p<:/h<^VL{C^A$tbfci^:^-7^-l':^t^z:<DDiabodyiSr#l^'r'577:/ 

[0050] :^>^/w7w'K;^-a-;55^A$tb5Mf*#{-RB^*n-r. jgl:M^bfe<fl:@{;:#A 
i-Srt;6SBriet?fc5:6S,CDR{Jii^;^/V7wKi^-^>6S^A$*vStDiabody<D^-a'S14 

VH44 - VLIOO 
VH105 - VL43 
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VH105 - VL42 
VH44 - VLlOl 
VH106 - VL43 
VH104 - VL43 
VH44 - VL99 
VH45 - VL98 
VH46 - VL98 
VH103 - VL43 
VH103 - VL44 
VH103 -VL45 

±W.T^y^m^<DitmtKahat and Wut;:J;>5flJffl$nS#-^fJ-{t^tC*5(t5^^ 
-CfcSo ^mmiCiS^^Xi-t, ^J*UV^'(a:etL-Cf±VH44 - VLIOO. VH105 - VL43^Sr 

\t. Protein Engineering, 9(3), 299-305, 1996{^^^$tL5yi^;«7— ^ffiVN^rt^Sf 
Ser 

GlySer 

GlyGlySer 

Ser'GlyGly 

Gly GlyGlySer 

Ser'GlyGlyGly 

Gly Gly • Gly • Gly Ser 

Ser • Gly • Gly - Gly Gly 

Gly • Gly • Gly • Gly • Gly • Ser 



wo 2005/044857 22 PCT/JP2004/016744 

Ser* Gly • Gly • Gly • Gly Gly 
Gly • Gly • Gly • Gly • Gly • Gly • Ser 
Ser • Gly • Gly • Gly • Gly • Gly • Gly 
(Gly • Gly • Gly • Gly • Ser)n 
(Ser • Gly • Gly Gly • Gly)n 

^v— h (DSS) . t'JX (;^>/V7}N>c.i:7i/W5i^yv):^-<i-'— h (BS') . (^^^^ 
W^i^/V'T'Pl:":^-^— h) (DSP). i:^'9^:^tr;^(:^/V3t:;^^^/W5::^/^:/nt:°::^;^^>-h 
) (DTSSP) , ^^u:y^V=^-~/i'\fM:^if'i^>'^^i^J'i^^^-y^—h) (EGS) . 
y^\)::i^;V\f:^{7./V:^P.ir^yl^y(%i?jV:^i/l/^—V) (;^/v*-EGS) . i^;5^:J'->'W5 

(^:J^->W^K2h3E^^/;&/V'5!K=>'V'J*-=¥i^)3^'^>'l']^>'^^>'(BSOCOES) . K':^[2-( 
;^>/^7^^>^:^^VW^K5^"=¥S^;!{7/^JJ?=/^2^^p'>') 3^'^>>v];^/vj}^>' (;:^/v:*;-bsocoes 

[0052] Diabody^f^iSli-^J^'a-. ^^jMfla-CS^^$nfcDiabodySr#fig1-5:79i/>< 

^/V;^^^7°n-=E— /'3l>'/'^>'i^— ( human cytomegalovirus immediate early 
promoter/enhancer) Sr^{'/5^i>5^'C#So 
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^—l a (HEFl a)jfet'<DliifLmjH8l!a*5l50^n^-i5'— /al>'/^^^^^-^;aS^{f 

[0054] SV40:?'ci^— tJ'— Sr^ffl't-5#'a'fiMulligan^O;^«fe (Nature ( 
1979)277. 108) HEFl a T'o^— ^5^— /oii^xNVi^— ^Sr^S^Mi-S^-^ 

{*MizushimaP>0:^fe (Nucleic AcidsRes. (1990) 18, 5322) \Z.X.^^ ^Btilitfe^lS 

[0055] ±mm<Dm^^ ^ffi^tbS^^'^fT'o^-^-^ ^#:5>?iJ(DfcfeC0v'j/-:h/HE^J 

/5S-e#5o lacz^a^— ^— §r^ffli--5^riWarde)CO:^^ (Nature (1098) 341 , 
544-546 ; FASEB J. (1992)6, 2422-2427) foSV>{iaraB:/a^— Sr-g^ffl 

i-'S^'^ttBetter^c^^jfe (Science (1988) 240, 1041-1043) \:L^^^^'t^Z.kt^'(^ 

[0056] ^^^:^^^^.(Dfc^^)(Dv'^5^■f-/^gs^JtuT^*. i^mm(o^)}-f=7:^M^m^^^^m^ 

. pelBv/^-:^/VSa^J(Lei, S. P. et al J. Bacteriol. (1987) 169, 4379) ^T^ffl-Tttf^ i 

iiLUT(refold)^ffli-So 
[0057] WmMUtX^xn. SV40. ^i^>f/v:^. r'f^f?^/^:^. ^iy/<\fxi—^^^ 

if (APH)3tfe^^. ^5i^>'=¥^— If (TK)jte^^> ;k:l&||=3s^i^:^f^Vi5^T=>'*>^*:y 
5j^'iy/^h7>'^:7a.7— ^ (Ecogpt) ite^, -^^tKn^^jlTC^^ (dhfr) ite^^^^ 
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[0059] /if*u<tt. ^^^m-c^m^ti^^mt. m%mmm. mx.itcHo. cos. ^^^lo 

— BHK. Vero. HeLajSBJia'f -CI63^$ix5o 
[0060] mWm^^*irc^±mS^%:m vitro*fc«in vivo-ei^HUT a 6<Jti-S^#: 

DMEM. MEM, RPMI1640, IMDM^^mir^^tti^-V^ , 4^fl^jllfiL?S (FCS) ^(Dlfil 

[0061] tffieoj;5t-^^. M^$ttfc^#:{i. m^mm^^^mi^i^-K^x^nm: 

V^-C^f9C:i:^s■Ct^-5o -^Jxt^. 7°o■7"-l'>'A;^79A^^v^fc;<77Atb-C. Hyper D. 
POROS. Sepharose F.F. (PharmaciaSSi) ^*5^Jf b4x5o 

-e^>ffl$tvTv^5:9-iit. ^%-^m%:m.mirfiYii.<. ^hmm^M^<D'(*\-i.fi:\\ 

:d5-c#5 (Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spring 
Harbor Laboratory, 1988) » 

^<$^<OStM^-^®ti (Antibodies A Laboratory Manual.Ed Harlow, David Lane, 
Cold Spring Harbor Laboratory, 1988)<DSlJ£tC{4^^0#^Sr'6e^-r5^t:i5-et 

So 

[0062] ^jEiig-a'^i^srayj^-r 5;^ifei:u-c. elisa mmm^'^im.m^-^m , eia m 



4f, 



WO 2005/044857 25 PCT/JP2004/016744 

fch e Jto.i^jSBJia-^CD47jt'fe^=-^^AbyS:JurkatiNBiia • H210*fBi}a • JOK-l^fB 

wj:i£(DCD^7m^ms^^. mkm.i^(omErx-mm\.. MTs^-^7^—^^><M^y 

miy^mBskm. mm^^^mBskm. ^XTms^B^m. #isi4#Mifi, Mixed 

Leukemia^ Hairy cell Leukema^<D& Sk^^ Mtiy:/^-^ffi(HodgkinilS^ #Hodgkiny 

[0063] ^mm(Di^^^ia.m^^miMmtvxm\r^^m^. ^^is-^ftt*. -mt^o^flc 

mikgfefc«90.001mg;d>bl000mg(D$Sffl-eig(^tU«o fcSV^^i, «L#fefc«?0.01— 
100000mg/body(Dlg^»=S^^ri:;55"e#So U;5^b/i*5e>. *|^5gOfcHli*tCD47 

[0064] *:rc. ;*:|i0jof&)^^J(DS-§-^^tb-C«. i05a<DKIf^5glt»t;iS^-f ^Siim^^gt? 

[0065] :*:*M<^?&?S^Jf*l 0 1-3I1I. — 3§rat-l 0 -7 B ^-^i-^^tdS RTIg-CfeSo * 

[0066] :^mm(Dmmmi-i. mm. im p '9»j;t«aw^j (^T?i. n^a. i^i* . m 
[0068] ^mm<D:^^m(on^^^^^^t\.x^m-r?>mwmif3:. mmi^vtct^^xm 
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Mit'f'^^t'A^'O'^ (Remington's Pharmaceutical Science, latest edition, Mark 
Publishing Company, Easton.^l^H) ^ mM^i^Wf-^^MI&i^-^WiM^^^iZ.-^tS' 

[0069] :i(Dx^fmi^i3j:xj^\&mmm<Dmt\.x. tk. mmm^m^^f^^^mmmm. 
mtLx^mir?>m^. mm^titdni^^mM. mx.i-£±m±m7i<i. mmm. -fY^ 

*t^^K^{c:^A¥U> ^\mMVSi!M. 0ll;tf^Tween8O, Tween20. -^7^:^. thJfil 
[0071] *|§?g<DtMb^CD47^{*:f*. thCD47ite^^#AbfcL1210*fBlia, MOLT4*BI 

la. joK-ijiffliatc^bv^jNajiajESrii^ufcio *fc. fchajfiLj^-^e^^^7^/vsr^v>-c 

i*i^U:feij*;^.:2|c^M<^tb>fk^CD47et^jcttitffl5^^;^S:^i-:i^dS|flB$nfc^ 
[0072] 2|s:|SigOfcMbtn:CD47^«:«. whole \%a,Z.\)c^xmm.. M5B^<D^14lc:MH 

fijfiL?P!. fi)cATiisfflflaSjk#!. ^^tt-S-MB. Mixed Leukemia. Hairy cell Leukemia 

m(D ^ikm. mmi^^<M(Hodgkmm. #^Hodgkiny://-«tt) . s^^^tt^ifc.. # 
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[0073] :^mm^sir(Dmmmi^x^x^him\^<m.m'r^^K -^mm(Di^mi-i^tn^m 

mmm 

[0074] mmmi th^t:MABL-2^{$:<D«l6 

^tEir^:Lti)^m-£V^\ ^oX^ -r»^;:^MABL-2^^(WO00/53634)<DL^*3j:t;^H 
m<DVmi^^. Protein Data Bank*fflV^-Clllit;6Sj|?^$tV-CV>SI!E^<^^^th^ 

[0075] (i)\^Hm.mim(Dmm 

tfrO30{4;55{S:#$tL-CV ^5t^^#:AF2 16824 (Miklos J.A.^Jv Blood,95. 3878-3884. 
2000) *5l5<DFR*^V^5ri:i:LfCo tMbMABL-2^#:Hm(/^-i^3V''l.l'') tC*5 
V^T. FRl;J=»bFR4*-eH:fch^*|s:AF216824<DFRl;i>^FR4i:|^— -^fcOx ^UTCDR 
J4-^l>;^MABL-2^^ti:OH^V®ii^{4'<Z)CDRtP— AF216824tC«LeaderBB 
?IJ<^1t«;65/j:;5>o:fe:fcJ?), Leaderga^J«-^!^:^MABL-2 V <Dh(n>^m\i^t^ 

H 

[0076] th'fkMABL-2^#:H^ (x^— i^g^^'l.D S:PCR«fe{Cj;5CDR^97^-<i^t/{e:J;l? 
f^®lU/Co t:MbMABL-2^#:H^ (/^— V'l. 1") (Di^m(Dfz.tb i^m<D^]^:tV 
=fDliA^mmi^fCo -B-^^U^^DNA . HuMHalS(ga^J#-^l)^t;«HuMHa3S(@a^J# 
-^2) -feV^DNAlH^J^^b. HuMHa2AS (iB^J#:-^3) ^0?HuMHa4AS (Ba^J# 

-^4) }^Ti^^'^i^^DNAmn^^ir^o i^U-:^y^-^—HuUHS(Mmm^5)RXf 

HuMHAS(iB5IJ##6) \-i^f^:tV=^DNA. HuMHalS:S.tWuMHa4ASiJ^^n-:;f— 
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[0077] PCRtt. KOD -Plus- mWm±) ^ffi V \ 100 mL(DR}i:^mi^mZ'^^:tV=fDNA 
HuMHalS. HuMHa2AS. HuMHa3S*3itPHuMHa4AS^^tV-^tV5 pmoU 0.2 
mmol/L<DdmP^mz:2 Uc^KOD -Plus- ^tf^f^l?. ^#i^»?^Sr^ffibT94 

x:icxi5^m. 5ox:icx3o&m. 68'C{^:Tl^K<o^a*i^-r^>'^-c5IHIfTofco 

fC40 pmol<D^|f|J7'7-<-^— HuMHS^miuMHAStrAP;t. IH:.mfti^^:^'/^^35|HI 

[0078] 438 bp*<^DNA®f>T-^Sr^*'t-5T;!{f a— ^Jt^^O . QIAquick PGR Purification 
Kit(QlAGEN)^fflV\ ^-yhWiH<Dm:^l^m^^DNAm)i^mmVtZo MMbfcDN 
A$r:3ii5ry— /^-e^t^$■*fc^^ 10 mmol Tris-HCl (pH7.4) , 1 mmol/L EDTA^Ig 
50 M LfC^^bfCo #t)ixfcPCRKf&^-^^^> BamHI*3it/HindIIl-ei'^{b-r^^t 
tJliOMSSlbfcHEF^m^^^^'— HEF-VH-gy l{C1^:/i5^ct— c=::>^^b. itM^J^ 

^^Ufco lEUV >H^v^i^<DT5y^Sa^J*'ti-5DNA»r>i-Sr^tf T^^J^^^K* 
HEF-huM2Hl. 1#1 Uto 7|5::/7;^^KHEF-huM2Hl. 1#1 {C-^^tl^H^V^^ 
<DT$/^gE^J*5j;t;flt^ia^J^Ba2?iJ#-^7{j:^-t-„ 
[0079] }^Hm^KSL-2^mimSfmM,(D^''<—i^al^\.2, 1.3. 1.4. 1.5^JJtT<^J;5l-b-C 

[0080] v'3^^1.2{±^Mi^:/5-l'-^— tL-C72{i(^T/^^^^d5-fe:i;>-(;i^^-t-^J;5 

JC^tl-L/cHuMHbS (BE^J#^8) SoimiuMHbAS (@a^J#-^9) 'SrfflV>. 7°7^^K 
HEF-huM2Hl.l#l^Sr^MDNAi;b-C. PCRjfeldJll^iiteb. 

HEF-huM2H1.2#lSr#fc:o ^f5:y7;^5KHEF-huM2H1.2»l \Z.^i^^HmSfW^<^T 

[0081] i^3V1.3}*|gmm7'9-Y'^— a:U-C30^OT9^^^;6ShV:*-=>'{-^^-r5J;5 

(C^thb^cHuMHcS (iE^J#^l 1) *3 iTWuMHcAS (BE^J#-^12) Zf=7:^^V 
HEF-huM2H1.2#l^lr^MDNAi:b-C, PCRm\Mm^\^. :^7^5K 
HEF-huM2HL3#2?r^ffCo >tc:/^;^5:KHEF-huM2H1.3#2(C-^*tl.SHS^V^*|g(^T 
^y^BH^J*3J;U^mSBfi3?iJ^SrSa^J#-^l3{c^i-o 

[0082] X-?— ^^3V1.4J4^^M7'7-i''^— i:bT67ffi(DT>'V'^::^:^dSyi^>'{c:g^Mi-§J;9 
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tC^ffbfcHuMHdS (BE^J#-^14) *5j;TJfHuMHdAS (gB3ni#-^15) ^^V^, :/7:^$K 

HEF-huM2H1.4#l5r#fCo :^>^7;^5:KHEF-huM2H1.4#l{C'^*tu5Hf^V^^(OT 

[0083] i^3:/l .Sfi^MMT'^'l'-^— i:Lr70<ar(Dp<^:a-=>';iSt2-i'i/>'{C^M-rS J;5 

{C^tf-UytHuMHeS (SB^J#-^17) ^SimiuMHeAS (M^i^WlS) ^Srffi V :/^;^^K 
HEF-huM2H1.2#lSril^DNAi:LT> PCR^{J:J;t)lii(ib. 7'7;^$K 
HEF-huM2H1.5#l^#fCo:*::7'9;^5KHEF-huM2H1.5#lli:-^*tl/SH^V^^OT 

[0084] (ii) 2^7^-9-W 

t:HbMABL-2m^H0 v^a^-'l-S' ICoVnT. 72^<OT5y^(7){JS:#*5<i;U? 
FR20T-tr5|5R*)<^i*:#*%«b. S^+ai^ti^lr*^mb^C„ ^<^5-^. 72^dSf5^#$ix 
-CV^5t^^^:flcHUMIGHDJCD(Chai S. K.e>. Unpublished 1994) S3l5<DFR?rfflV>S:i 
iirUfCo tMtMABL-2tn:^iCH^x^— i^3>'2.r{C*3VNT. FRl**e>FR4*-C{4fch^ 
f1CHUMIGHDJCD<^FRl;5>e>FR4i|^— ■Cfc9.^UTCDR{4-^l?;^MABL-2^flc<DH 
myM^'P<DCDRtm-'tl.±o HUMIGHDJCD{J:tLeaderiB3^J<^it«;&S?5j;5^ofc:fc 
fe, LeaderSS^Jti-^!i7j;^MABL-2 V (Dh(D^^^^fc„ 

H 

[0085] fcHkNl^BL-2^M^^^— i>'3:>'"2.r{4/-^— ■■:^3>''1.3'<D89{4(^Tx^/-«9^^^ 
^T;5^x-«7^i^l^:^^$-a:fc/<— i^3:^2.0^^MDNAi:LTfflVNfCo 

[0086] *-f ^ ^^—'✓'3:/2.0«/^— i^3:^''1.3'<089^0^^/V^$>'®!^T>^^-«9^^'@S{;i^ 
^i-5J:5l-i9!tf-UfcHuMHgS (ia?!l#-^20)*3g;UfHuMHgAS(Ba?iJ#-^21)SrffiV^ 
. :^^;^5KHEF-huM2H1.3#2^S!DNAi:b-C. FCRtfe{Cj:l5J#i|iBb. :/7:^5K 
HEF-huM2H2.0#l^Sr#fCo >j5:^9;^^KHEF-huM2H2.0#l {C-^^tbSHi^V^^OT 

^ y^iE^J*3 J:tJ'i^Sia^J^ia?iJ#-^22 te:^1-„ 

[0087] \lhi[:MABL-2^i!^Hm(^<—i^3>^''2.1'')^PCRm\^X^CDRifyyy'^>i^iZX0 
iPmi^tCo tHbMABL-2^^H^(/-<-'::^3V''2.r) c7)f^M<^fci6{C8f@(^-^fi!c^y 

HuMHflSl (gS^J#-^23) . HuMHfS2 (gS^J##24) . S.tJ'HuMHfSS (Ba^J#-^25) ft 
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■fe^^DNAiE^JSr^b. HuMHfi^Sl (iB^J#-^26) . HuMHfi\S2 (@H^J#-^27) . 
HuMH&\S3(gB^J#-^28) . &U«HuMHfi\S(@B^J#-^29) (*T>'f^-fe:/^DNA@B^J 

[0088] ^— PCR^|5g-Cf*^<^PCRy^7-r-^— Oim^'a-^:>-ti:{-t. HEF-huM2H2.0#lSr#l 
MDNAib-CffiV^fCo 40(DSJ;£HuMHS/HuMHfASl, HuMHfSl/HuMHfi\S2. 
HuMHlS2/HuMH£\S. HuMHfS3/HuMHfi\S3S:ff V \ ^PCR^^^^MLito # 
^^i^huM2H2.1-U huM2H2.1-2. huM2H2.1-3. huM2H2.1-4S:. 
huM2H2.1-l/huM2H2.1-2. huM2H2.1-Z/huM2H2A-4<Dm.^^i^'^'(?m^V. ^ 

— f*-?:tL^'*XHuMHS/HuMHfAS2. HuMHfS2/HuMHfAS3^ffiV^Xtf V\ #PCR^ 

MABL-2ift{*:H^(/^-i^3:/'2.1'')%3-Ki-S^:gDNASr±itibfv(BHPCR)o 
[0089] 0— PCRSPg{^*5V ^-C. 50 mLCDKf&)!l-^?S»i:#PCR7'7'l'-^— S:^rtl^*tT.20 
pmoU 0.2 mmol/L<DdNTP. 1 mmol/L MgSO^. 5 ng<D^PSiDNAMU^(^l U<DKOD 

-Plus- ^t^^wx\ mHmmm^mm\^x94'Cicxi5^m. sot^t^irso^ra. 

68t:{c:Tl5>^(^M^i^-ri5'/Vl?35[am\^>Cl-68t)-e7:9-P^'f'>'=¥rL-<— hbfCo 
PCR:tj5K^€rQIAquick PGR Purification Kit(QIAGEN) ^^V\ ^-yh?^#<7)^;^lC 
^^£V^DNA»f>i-^^*®ibfCo 0nPCR{CjoV^r{41 mLiD^m—PCR^^Hi^tSXm 
U(DKOD -Plus-Sr^^i-SlOO mL<;5S^&iS^^K^94^{C-C15|J>^, 50t:(CT30# 

68*C^^:Tl:»•^(Z)^a^t■^^-l'^/^-C5llI-^^^^*-<-hL. 68'C-e5:9-^^>'dE^it^ 

— hbfe^. ^g-PCRy^-Y-^— %40 pmolTo^PUfco )^V>r. PCRtP— 
fft={J:r35lHl©PCRS:m PCR±f&^^1.2%T^xz^:^^Jl^m%^m^X^-5^fSm 

mvtco m^pcRi'im^pcR^^mt^pcRzfy^-^'—t^m^^x^ mr.pcRtm-- 
<D:^micxn-:>fco 

[0090] BHPCR{c:j;<9;^bfc438 bp<DDNAiT>T-^1.2%T;«fn— ;=5>^/v®M^t!]{;ij;<9^ 
II|i^$iLytoi»SiL:/tDNA^BamHI*3j;miindIII-em'fb-r5^i:l-J;9iS3SSb/cHEF 
^m^iJ^^-HEF-VH-g-y l^^:1^>^^5'l3-=^^^U. :^SBB3?iJ«r^^L'fc:o jEbV>H^ 
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VtS^(OT5/^gB2?'JSr*i-5DNA»fJt^tf:7'9^5K^lrHEF-huM2H2.1#3i:i^^iS 

[0091] (2)tMbMABL-2St{*:L^O#||g 

i5'P^MABL-2^fls:<DL^VfBi^ t2:J'n— VdS83.8%0*a l^ti^^^bfeo C:<?55*>> 
CDR3(Oi^^X;^S^LV^fc^^^^:HSJCllVJ (Kennedy M.A., J. Exp. Med, 173 (4), 
1033-1036. 1991)ft5^5^0FR^fflV^5::i:i:b^o tMkMABL-2^fls:L^(/^— t^ai^ 
"1.1") {^:^3V^T, FRl/Ji>^FR4*-ef*th^<*:HSJCllVJ<7)FRl*>bFR4ti^— -Cfct). 
^ b-CCDR«-^lJ7;;<.MABL-2^#:<??L^V^^ fp(DCDRt 1^ — iUfCo LeaderiH^Jfi 
fcb^^^HSJC 1 1 VJ(Dt c^^ffi V ^fCo 
[0092] th'fkMABL-2^(*:L^ (/^— i^a:/'!.^) ^PCRffilJ:J:SCDR^977"^>-i/(Cj;l5 
f^MUfco tMkMABL-2^{*:L^ (-'^-^✓^a^^'l.n Of^SSlOfc«)t3:4^<D-a^:^-y 
=?DNA^SrffifflU^ -^JE^^J-ydTDNA , HuMLalS(BB^J#-i-3l)^miuMLa3S(iS^J 
#-^32) (*-fe>';^DNAiB^JSr*U. HuMLa2AS (BB3?>J#-^33) ^miuMLa4AS (gE^J 
#■^34) f*T>^-fe>';^DNAgB^^J^^r-t-5o :^1'SIJ:/7^-^— HuMLS(iE3^J#-i-35) 
^TJfHuMLAS(BE^J##36) {i-g-^^y^^DNA. HuMLalSJtT/HuMLa4ASt*^ni? 

[0093] PCRf*. KOD -Plus- (M^W^) -Srffi V ^, 100 mL(DK^S^l-^?^{--a-fife:^y=fDNA 
HuMLalS. HuMLa2AS. HuMU3S*5j;m4uMLa4AS^^tU^*tt5 pmoU 0.2 mmol/L 
<DdmPm.mz.2 UOKOD -Plus- ^t^^k^-c. WiHWiWWt:^mVX:94'Cl^X 
15^ms 50'C(J:r30^J>^. 68'K:iCXl^m<DU&-^-f^/^-C5mno1to ^h\Z.40 
pmol©^lEB7'7^'^— HuMLSiSimiuMLASSr^in^. |RlC?afti^'<^/l'Sr35|Hl=ffo/c 
o PCR^tJ: j;9liilBbfcDNA»f>l'^l.2%T;{fti— ;^^fflv ^fcT:3{/n— 

[0094] 426 bpScODNA^>i-Sr^^i-5T;^n— ;^>f Sr^^"?. QIAquick PGR Purification 
Kit(QIAGEN)^fflVN, =a^^'y^m#<^*!3i;^^C$£V^DNAf^>t-^»$!ibyclo *tSib/cDN 
Avails'/— /V-ettjS$-1irfc=^. 10 mmol Tris-HCl(pH7.4). 1 mmol/L EDTA^M 
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50 mUcmmL-tCo nhtlftPCRl^fitM-^m^. BamHI*3j:t/HindIII-Cm^t:i-5ri: 

i^X^mMl^tcHEF^m^^^—HEF-VL-g k 1 (W092/19759) (^H^^i^n— 

7°7:^5:KSrHEF-huM2Ll . 1#3^;^^ Lfco 7;^^KHEF-huM2Ll . 1#3 iC^^tU^L 

[0095] ^UmPJSL-2^mMy^i$.(D^^<—'J3lyl.2, 1.3, 1.4, 1.5^£iTOj;5{-b-C 

[0096] i^3i^l .2f*^MJ!iC:7°9-r'^— tL.T51'ia<^T/l'^:=- ^^^^^^/^{Cg^M-?*^ J; 

9l-^ti-UfcHuMLbS (iB^J#-^38) *5j:T^HuMLbAS (iB^J#-^39) SrffiV ^. 7^7:^^ 
KHEF-huM2Ll.l#3^^^SDNAi:U-C. PCR&{Cj;91ii|)gL. ^7^5K 
HEF-huM2L1.2#l^#fCo ;^^VX5:KHEF-huM2L1.2»ltC-^*tlSL^VtB^(^T^ 

/^ia^J*3J;-o^^SiE^J*ia^J#-^40{c^i-„ 
[0097] /^—i^ai^i .3ri^Mli^7'7>r^— tb-C92'(a:o^i3i^:^35573ic:i/vT9^:x{^^M 
■t-SJ;5t-tKfH-:fe.HuMLcS (ia^j#-^4i) isitmuMLcAS (ia^J#-^42) \ zf 

7:^^KHEF-huM2Ll.l#3^#ISiDNAi:bT. PCR&{Cj;l3iifgU, 7°9>^$K 
HEF-huM2L1.3#l^#fCo:*:::^7^5KHEF-huM2L1.3#UJ:-^*tb?»Li^V^igcOT^ 

[0098] v?3^^1.4{i^MJ[S:^9-^-^— ^bT41ffi:o:7inn/WT7:^^/55^oV^^tc:^M 

-r5J;5t-^ftbfcHuMLdS (iB^J##44) *5j;tPHuMLdAS (@a^J#-^45) ^m^^.Zf 
9:^5KHEF-huM2Ll.l#3%0&SiDNAi;b-C. PCR&{J:J;l9ii*Sb. 7°7>«>^K 
HEF-huM2L1.4#l<S:#fc„ 7|s:::/"7;^$KHEF-huM2Ll,4#l {C-&*iT/5L^V^iicOT5 
y^BB3?'Jd3j;05:^SgB^J^I:SE^J#-^46{c^i-o 

[0099] i^a^/i .stt^MM^^^r-^— i:b-C42^3:<^:J^/v^5>';&5t2-<i/:/(j:^M1~5 J;5 

tc:^tf-b:fcHuMLeS (gB^J#-^47) *3 J;-0«HuMLeAS (SB^J#-^48) ^ffi V T'^J'^^K 
HEF-huM2Ll.l#3<^^MDNAi:bT. PCRlfetr J:t)iiitiSU. "T'^^^^K 
HEF-huM2L1.5#l^#fCo ;$::^9:^5KHEF-huM2L1.5#ltJ:-^*h/5L^V^^(DT^ 

[0100] (ii) 2JSfc7^if-ri^ 
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th'fbMABL-2^#:L^fj:oV FR20WYLQ-PGQSP— LIYtV ^^m^i(D^^^ 

Pascual V.^. J. Immunol., 146(12), 4385-4391, 1991) e&3lSOFRSr^V>5w^li:bfc„ 
fcMt:huM2^{!|CL^y^— i?3:/'2.r l;::JoV ^r . FRld>bFR4*-e{* t h^#:i802359A 
OFRl35^bFR4i|^— -efo«5,^bTCDR{*-ve^^MABL-2^^<DL^V®^ttt<^CDR 
tm-tl.tCo 1802359A ©LeadergB^J<Oif «f*/j:;i)^ofcfcfc. mf^if-^VtffflV^ 
h^^^£HSJC 1 1 VJ<Dt (^Srffi V ^fco 

[0101] tHbMABL-2^#:L^/^--i^3V'2.1'r4^^~i^3V''l.r<DFR20^S:th^fls: 
1802359AOFR2^gi^bfc^^— i^3i/2.0?r^MDNAi:UTffl V ^fCo 

[0102] *-r. i;'^:/2.0^i^MM:^7^^— i:b-CfcHbMABL-2^<*:L^/<-v'3>' 

"1 . r(^FR2;J|Sl:h^^*i:i802359A<DFR2f;:^M-r^ J;5 {-^fl-UfcHuMLfS (iS^J#^ 
50):i3j;TJ5HuMLeVS (iH5?IJ#-^51)SrffiV\ :7°7x^$KHEF-huM2Ll.l#3Sr^MDNA 
i:b-r. PCR^felJ:J;«5ii<iBU, y9;x$KHEF-huM2L2.0«l^S:#^ :$:>^7:^$K 

52{J:;^i-o 

[0103] m^^HtMABL-2l7Lm^m^<—i^a>'2A'^PCKmKX^CDRif9yy'^l^^i^X 
Of^MbfCo fcMfcMABL-2^^H^ (/^— i?3^^''2.r) Of^Mt^ybfetceffit^-^^:^ 
lJ=fDNA(PCR:/7-l'-^— )5r'^fflL.fc„ -^fi5c:^y=fDNA . HuMLS (IB^JH^-^SS) . 
HuMLgSO (@a^J##53) . HuMLgS (gE^J#-§-54) (4-fe->;^DNA@a^J^^tU. 
HuMLAS (SS^J#-^36) . HuMLgASO (SB^J##55) . HuMLgAS(BB^J#-^56) 

[0104] H— PCR©|St•C^*^^:OPCR7°^^^— om^-g-tJiirtC-C. HEF-huM2L2.0#lSr^ 
^DNAtL-rffiV^fCo HuMLS/HuMLgASO. HuMLgSO/HuMLgAS. 
HuMLgS/HuMLAS{c:-CPCR%fTV\ #PCR^fife<^*Wi!ibfCo 
huM2L2.1-U huM2L2.1-2. huM2L2.1-3<Sr^tU^tL^H^S^<^)+S4i^4}Cj;l9T5/ 

PCR7°7-^-^— HuMLSi:HuMLAS^;!)P;^l-C. fcMtiMABL-2^flcL^(/^ 
-i^3:/'2.r) ^='-K-t--5^:gDNA^iii|>iLfc ZIPCR) » 

[0105] H— PCR^PglC*5V ^■C> 50 mL<Dmft-mi^^^iZ'^PCR:f^^-^—^^tl^tl20 
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pmoU 0.2 mmol/L<DdNTP. 1 mmol/L MgSO . 5 ngCD^MDNA^mzi UOKOD 

4 

-Plus- ^tf^i!¥x\ m^mmm^mmi.x9ix:iz.xi5m^. so^t^xsoti^r^. 

PCR^fifei^SrQIAquick PGR Purification Kit(QIAGEN)Sr^V>, ^^yhWiH(Dm:)ji:: 
tieVNDNA»f>t<Sri^0!ibfeo ^~PCR(C*3V>r«:l mL<0^$$~PCR^^miiXm 
UOKOD -Plus-Srg-^-r-SlOO mL<D^.m^n%:9mcX15^m. SOtfCTSO^ 

#(-X35lHlOPCR^ffV\ PCR^fie^(426 bp)^1.2%T;!?/n— ;^>^/wm^^i!jlw 

[0106] mUl^fcUl^AmmiHmXWindlUXmitT^^ti^X'OmMl^ttHEFm^^i^^ 
-HEF-VL-gK l{CU->^i5^ci-=V^U. mSiB^J«r^^U;/to ELV^Lmv^^<DT 
$yiliB?^J^Jr't-5DNA»f>H-^tP7'7^$KSrHEF-huM2L2.1#lt#ifebfCo:*:7'9 
;^$KHEF-huM2L2. 1#1 tC-&*tl,5L«VtSiK(7)T$y ^gB^J*5 JlTJ^lSSiS^J^BB^J 

[0107] (3)COS-7JNH^-^Oh7V:^373i^iy3:/ 

<bLT^p<7MABL-2^^l5:?rCOS-7JNaJia-e— jg14{C|g^$-^fCo -r^<C:b-^H0<^-'jl 
tilSm-ef*. fcHbMABL-2^^*:H^|&^^j5'i$?— (HEF-huM2Hl.l#l, 
HEF-huM2H1.2#l, HEF-huM2H1.3#2. HEF-huM2H1.4#l, HEF-huM2H1.5#l, 
HEF-huM2H2.1»3) i:^p<7L^|gm-^^;^'— HEF-M2L3 (WOOO/53634) t(Dm.^^ 

L^<^-jaj4^m-ett. tMbMABL-2^{*:Lmiil^-<iJ'i5^~( 
HEF-huM2Ll.l#3, HEF-huM2L1.2»l, HEF-huM2L1.3#l, HEF-huM2L1.4#l, 
HEF-huM2L1.5#l . HEF-huM2L2. 1#1) i:^;>«9Hi^HEF-M2H3 (WOOO/53634) t(0 
*§.^^t>ii:^> ^th^tlFugene 6 Transfection Reagent(cri/3.«^-^T:J^yX'r>i'5'^' 

:^)^m\^^xcos-rmmKm^MW^Avtu 1.5 x 10' ;ifflfla^io%o!;rv^j^i^jfiL^( 

GIBCO)Sr^tpDMEM^*?^(GIBCO)2 mLtCT— ife^^UfCo ^^^^ifi-eil^^ 
Hf&^-S'fcx #:?°7:^$K2 mg-f oirFugene 6 Transfection Reagent 6 mL^^tf^ 
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»100 mL (DDMEUm^m^miJUVtz^ 37t:. 5%C0 O^fl^T^— Bfei#Mbfc#. 

2 

1% HT supplement (GIBCO^r-^tfCHO-S-SFMIIitii&CGIBCO) 2 mL--i#^^^^ 

frofco 37t:. 5%co (D^i^r^^72mmmm\^rc^s mm±m^^. m^L^^mi^ 

2 

[0108] ^pi9MABL-2W:i^<0—mi^^^'Cti. ^P<7H^HEF-M2H3i:dp;^7L^ 

[0109] *fc, fcb-fbMABL-a^filcSrMi-Sfe^). fcMbhuM2^#:HS^|Sm^i5^i5'- 

HEF-huM2H2.1#3<hb:MbMABL-2^^L^|g^^i^iJ'— HEF-huM2L2.1#lt<7)m 

[0110] (4mmkm(Dmm 

nhtltc^ii^(DUmmi^mLlSAiZX*)n^t^ EUSAmdel^Zfl^—h (Maxsorp. 
NUNC) O^S-^Ar^SrH^a-fb^^y^r— (0.1 mol/L NaHCO , 0.02% NaN )-C2 mg/mLO 

3 3 

i§k&\^^S^MUt-^^:^ Kappa Light Chain (Zymed) 100 mL-^S+B^bU. 300 
mL<^^f?/^5/>'T— (50 mmol/L Tris-HCl. 1 mmol/L MgCl^ . 0.15 moI/L NaCU 
0.05% Tween20. 0.02% NaN . 1% 4^jfil^T/V:/5>' (BSA) . pH8.1) -Cy^'n^/^^-^CD 

3 

#:;^{j:ioo mLiroMx.rco mm^mzx^>^=.^—hvm^'^. r;vi3^)y^:^ 

^TiS'—^^li-lr^^KbMgG^i*: (Zymed) 100 m\A:iS\^t:^ mmcrZ^l^^^^—V 
\JBtW<0^. 1 nig/mLO^M^(Sigmal04, p-=M37ai=/vyv^, SIGMA) trAO 
X.. 2fe(;i405 mn-eo®i3fe^$:Wi5^n7'V— hy— (Bio-Rad)-eiBil^LfCo 
iH!l^<0;5^i5'>'y— KirbT. fcMgCl, kappa (SIGMA) SrffiV^;^ 
[0111] (5)tHb^«!:C)?£14S>J^ 

[0112] (i)tii:Ji^^-a-?£ttosy^ 

^J!I^J^-^ffii4S!IJe<^/cJ?><^ELISA7'l^— h^. ikc^iptCbTI^MbfCo ELISAffl96 
?^^^-h(0^:?tSr@+i'fb^^s^7r--C3 ^ g/mL(0^afl-PSib:/t^FLAG^<!|s( 



wo 2005/044857 



36 



PCT/JP2004/016744 



SIGMA) 100 M L-es+B-fbUfco 300 ii\JD%^^'^y'7T—'^':f'^y^^^i^(r>^. 1 H 
g/mLCOji^(ClS»lLfc:FLAG^i6Rr^MthCD47(WO00/53634)^100 n XMtl. 

U«fei^^. T/V;(/y7;i-:^7T;J'— ^^f§|-1r=af^tHgG^#:(Zymed)100 ^L^APX-fe 
o '^mz.X^^-y^^'^—y\JB^<0%.^ 1 mg/mL(^SK^(Sigmal04. p-c^ha^ai 
^/I'yvSfe. SIGMA) Sr;|jP^. j3i:JC405 nmWK3fe**W^n7'l/— hy— ^— ( 
Bio-Rad)-t?Sy^Ufeo 

[0113] (ii)^'a-Pfl*^i4<^aij^ 

ELisAffi96:A::^v— KD#:A:^@;fB<l:/<5/7T--e3 m g/mLc^^g^icTOb 

feiftFLAGini:^ (SIGMA) 100 LTfS+i'fkUyt. 300 m L<D^&f?^^y:7T— ■e:5^i35' 
dri^jTc??^, 1 Mg/mLOjSAl-ISiiSU^FLAG:^liBr^MthCD47(WOOO/53634) 

<S:ioo /X L*px.. ^M-rnNfK-r>=¥*'<-'>3>ufc« '^^^m^t^^fcfith 

>fb*i:f*:Sr5Sm$-Br^COS-7iWfl&<^m^±M^©|ig#^bfc<>Oi:0.6 m g/mLcOK- 
:*-^>^fiMABL-2<Sr^*m-a>Ufc^?^^100 /iL-fo*P;t^o ^miJ:r>r>=3E^^'< 
— hbiJfe?^^. T/V:^y:7;4-j^:7Ti5'— ^'^fi6^M^:/bTt:^S?>'(Zymed)100 n'L^M 
7Lf^. m^\Z.X-il^^=>.^~-Y\JStW(0'^. 1 mg/mL<DS®^?^(Sigmal04. p-c^hn 
73i=/H)>'^. SIGMA) Sr*PX.x JSfe(C405 nm-e<^@i^if^-^^i5^ti7"V>-}>!;— ( 
Bio-Rad)-CiB!l;eUfc„ 
[0114] (6)«14?t^ 

(i) th-fbH^OfPflil 

tHkH^/^— i^Hl^l.l. 1.2. 1.3t=af^p<7L^SriSa^'a-i^-1i:fc^#:{*> =^p«70tfls:t 
lll@^c^fchCD47Ji$-a'^-t4$r:^bfc(igi)„ bd^L. MABL-2{CJ;5i^'^|S*^^4"e 
fi^^— i;'3i/l.l(Z>|5a^^t4{*x^— v'3:/1.2, 1.3fc:it-<-Clld>ofc:„ *fc. v'a 
>'1.3f4=3{^^7m«i:i:{5f^l^^<D|5a^?S14$ri^-b./-^-v^3^^1.2i:l^^'bU<^*^1^3i 
V>pi^fiH4Sr^L^(ia2)„ 72^0T5y^^^O{^^#;iiSfig-Cfe!9. 
30^<DT5y^aSttM-':^=i^(^^-i^3:^1.3) -C^j^V >vltS:;^i-o 
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[0115] $^>/^S?Si4«D_h#^#«:b. maz.Hm^'^—'Ja^lA. LS^f^SStLfCo H^/^- 

[0116] i;'3Vl.l-l.5<Z)i^;^;SrB§*x.r-^k^lF-lV^I:^TV>. i;'3>'2.l=Srf^Sib 

(lll5)o roj^MJ;*). fcHliH^fi^^— :^3V2.i'e+:$>T-fc5::i:;65;^i^$tufco 
[0117] (u) fcMl:Lm<^f?« 

th'fkL^^^— i^av-i.K 1.2, l.3t^^yHm^^(&^'^t>'^tl^m^^mthmtm 

(07) „ i(7)3g*tt, sni, 92<firoT$/^^S{*#t::a:i|-ettJ:c<, fl&{j:eife-r-< 

[0118] L^OFI?2f4Hf^tOinterface(;:fcfcS (Chothia C.b, J. Mol. Biol. 186, 651-663, 

tmmti:'^^^i^^^\.fCo ^<—i^al^l.5mAX^^i)^':>tct^. l.lX*)m^ito ( 
|g|8)o Jj^-a-Pfi^^t^t-oVN-tV^— v'3^l.4«i.lJ;<9t;*:tB{^5Jc#L. Pl^St4;ii5 

^^y^m^j&'^^^f^im9)o^<~i^3>i.5ii^?<'7^i^xm-tm(bM^M%\^^:A^ i.i 

[0119] /<-i^3>l.l-1.5<Di^^?rBl*^T-?fe-nj*-(VSrfTV>. ^^-S?3^^2.lSrf^$Slb 

ito \iHtLmy<—i^ai^2.ii:'^:^yHm%:myf'^t>'^^mt. ^^y^wtmum 

>2. l-^+5)-^feSri:;65^ig&$tbfCo 
[0120] (iii)tMbMABL-2^#:OfP'(ffi 

th'fbH^/^-i^3V2.1<tth'fbL^^-^— i^3^'2.1^m^'a-t?-1i:fc^^{i, =¥^^^ 
<*:i:P@*t>b<{4^tbUi±OMABL-2lCj;5i^'a-PI.*?£tt.i"''j;tJ*jhCD47tC^ 
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fzL-^^:^UhBL-2^^<D~^'f-^^^^ (huM2H/<— i?3>2. 1 . huM2L2. i^ai^ 
[0121] (l)l:MkMABL-ltfi[#:H^O«|g 

ffibfCo -a-^ife^^-y^^DNA . HuMHS(MB^J#-^5). MlCHlMS(gB^J#-^58). 
MlCH2GS(gB^J#-^59) . MlCH3SS(Ba^J#-e-60) fi-irV^DNASE^J^^L. 
M1CH1MAS(BSJIJ##61) . MlCH2GAS(gH^J#-i-62) . MlCH3SAS(Ba2?lJ#-^63) 
, HuMHAS(Ba^J#-^6) f*T:/^-feV;^DNAffi^JS:^i-So 
[0122] H— PCRm|5g-ef*?fc<DPCR:/9'f'^— HEF-huM2H2.1#3^ 
mDnhtVCm\^tZo 4oOS;i5HuMHS/MlCHlMAS. M1CH1MS/M1CH2GAS. 
M1CH2GS/M1CH3SAS. MlCH3SS/HuMHAS^ffV^. #PCR^^^^i|tiaL^o ^ 

HuMHStHuMHAS^^JPxT. tMkMABL-l^^Hm/^-v^3:/'2.rtr=»-K-rS^ 
fiDNA^*i4il-^-(^-PCR)„ lllife0yii:l^«l(cm\ HEFm^^^^- 
HEF-VL-ggHJ:i^:?'^n-:=:/^b. MSiB^J^^^bfCo iEbV >H^V^isg<DT$y 
^iB^J^^-rSDNA»r>Tr€r^tf :7'7:^5K^HEF-huMiH2. i#i t-^^ Vtco y^zf'^:^ 

$KHEF-huMiH2. i#i iz^^MHmvmi^<oT^ymsE.misxxjpmmmm^ME.m^ 

[0123] (2)th'fbMABL-l^#:L^<^«|| 

\iHtMABL-mi^Lm^^—i^3>''2A''(Di^^(Dtctbi^4m<0^^:tV^DNA=S:m 
ffiUfCo '^/?K:^-y=i"DNA. HuMLS(iS^J#^5). MlCLlaS(iS^J#-^65)f*-fei/^D 
NAgB^JSr^b. MlCLlaAS (gB^J#-^66) . HuMLAS (iS^J#-i-6) itT>^±l^:^D 
NABB^J^^-rSo 
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[0124] PCR©P^-ef*^<^PCR7'7-^'-^— (DM^-^^P-^fC-C. HEF-huM2L2.1#l^lriS 

MDNAtbT^V^fCo HuMHS/MlCLlaAS. MlCLlaS/HuMLAS{C-CPCR^fTV\ # 

''2.rsr3— K^^±*DNA%iiii6Lfc(mrpcR)o ^mmitmm^n^\ hefis 

^««<7)T5/^Ba^Jil:Wi-SDNA»r>H-Sr-^tf 7'7^5KSrHEF-huMlL2. Iftlir^^S b 
:fco 2|5::/9^5KHEF-huMlL2. 1#1 lC-^*H5L^V^i^<DT5/^gE^J*3±t/MSSB 

[0125] (3)tMbMABL-l^#:0^^ 

HEF-huMlL2.1#lSrffi V ^T, ±|SC0S-7^ifflia^Oh7>'y^7ai^i>'3>'<0 

[0126] (4)fcMbMABL-l^{|:<Dffitiffl|^ 

tMbH^^^— i^3i^2.1i:fcMbL^^^— ^^3>'2.lSrm^-^fc>-frfc*^:^*:^*.^p«9^ 
|W|^^t>b< {i^n^±OMABL-l i^i-SSj^-^m^t^tt, ■r^ce:b-^hCD47{C*f 
i-S^fPti^^Ufc(l2I12)o CttJ;i9. FR{j:IBL-CH^. L^ir^b^-c^^^th^^*: 
OSB^J^i^o, l:h^bMABL-l^{2t^(^«|g;&sx'^fCo 
Ilife^aS : th'fkMABL-mflc. tMbMABL-2^fls:<DTJKh— i^x^^^^^ 
t^CD47Jte^Sra^AbytL1210JNafl&SrfflV^, th^bMABL-l^f^c. tMkMABL-2 
^^t:(^TxKh— i^;^^jgf^ffiilrAimexin-V(ni/i.:.^>rT^y;5^'r^^>^)^felJ:<fc?)«l 

ng/mL, ICQ ng/mL, 33.3 ng/mL-f^WiMV. 24^^^#LfCo -^Ti^^, Annexin-V 
^fe5r^TV\ FACScan^® (BECTON DICKINSON) i^X^^^^^M'^VfCo ^<D 
i^m. l:^CD47ite^^^^ALfcL1210^Safia{-*bV^^^JiS5E^^#bfc(II|13)o 
|life«ai4:tMbMABL-l^*jE&U^th'fbMABL-2^«cS5l5— :4c^Fv<^f^$|l 
(1) th'fbMABL-2^<i)s:— 2|s:j^Fv(HL5) ©f^^ 



wo 2005/044857 40 PCT/JP2004/016744 

TiiifgU iSi^-rSCilCit?, tMbMABL-2in:{*:HL5^f^Ml-fc« tMbMABL-2^ 

[0127] H^V^i^OfcfeOtff^T'^-r-^— Sal-huHS (7^7-^-^— A. gB^J#-^68) 

^i--5<}:5 (^l^fi-bfCo H^V^*ig<Dfc4?)0^:^:/7-l'-^— huMHAS-A ( v^7-r-r — B 
. gS^J#-i-69) it. Umvmi^(DCMi^^=^'-Vir^r>NAiZ.^^-<yV^^^l.K-DV> 

[0128] L^V^^O^cJtxDttf:^^:^^-^-^— X5-huLgS (7°7>r-^-c. iB^J#-^70) {i, Hl^ 
V^^<^C7^«8Sr3— KfSDNAlryN^^yir-fXU.GIy Gly Gly Gly Ser(gS 
^J#-^72) ;5^e>;SS5mery V:^7— ^^S:=i— K-rSDNAlB^JSr^^. J.oL^V^ig 

cD^;^:/7>f-^— NothuLAS(y^>l'-^— D. gB^J#-^:7l)«. L^V®*^<DC^i|g>lr 
=i~K-r'5DNAtC/N^y''yi5^-YXU2i@<Dte^f:#ii:=«K:/^U^NotI*J|5g^^^li6g|S 

[0129] 0— PCR^P^fCjoV^XA/B. C/Dt^T'^^-^— 0|§.^-g>t?ittC-C2oOS:j^;^SrfT 
V^. #PCR^fi5ci^(huM2Db-l*5j;miuM2Db-2)Sri^®lUfCo PCR*^b#bn 

U^DSrAP^T. tMbMABL-2^^HL5Sr=— KfS^*DNA%ii*ibfe (^ZlPCR 

)o JJc^s, ^— PCRtc:i3V>-Ctt. tMbMABL-2^^*:HiPV®i^Sr='— Ki-S7'7:^5K 

HEF-huM2H2.1#3 immmi^0m) , :S.TJ5fcMbMABL-2^#:L^V^*^tr=— K-f- 
5:/9^$KHEF-huM2L2.1#l (^iife0'!ll^#R?O i:^MHmmtL,xm^^fCo 
[0130] PCR^i5g^3:*5V^T>50mL(7)^^S:M-a'^K^-^PCR:^9-t'-^— Sr^tb-^tL20 

pmoK 0.2 mmol/LOdNTP. 1 mmol/L MgSO^. 5 ng(DmMDNA^m::i UOKOD 
-Plus- S^tf^ft=-e. ^#iS®?KSr^ffiUT94'C(3:-C15#^. SO'Ct^XSO^^. 
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[0131] PCR^^i^A-B (huM2Db-l) BcXfC-D (huM2Db-2) ^1 .2%T;yn— j^y/l^^^v 

XlmLOhuM2Db-l^t;5iniL<DhuM2Db-2. 2 UOKOD -Plus-Sr^Wi"5100 inL<J5 

5|1I-1'>'=¥*'<— hU> 68'C-e55)-^^:/=apa.^— hUfc^. ^PCRy^^-^— ^Ir40 pmol 
-f ot^qL:feo /^V^-C, ^— PCRi:!^— <0^#(CT35lHl<OPCR^fTV\ PCR^^^i^ 
^QIAquick PGR Purification Kit(QIAGEN^)§:fflV>Ti|t»lb. SaimWlotl-et^ 

'fbb. #btLfcDNA8(f>lt^pCH01-Igs^i5'i5'— (WOOO/53634) {Ci^n— 

;5?.IgGlv'i/-^/VBB^J (Nature. 332,323-327, 1988) ;|r-^Ay-eV ^2)o DNAlS^J^^ 
, t Ml:MABL-2tfi:{*:HL5<DEU ^T$/^iB^JSr=— Ki-SDNA»f>i-^Sr-^tf 7" 
7^5K^CHOhuM2Dbi:-rffr^ Lfco ;2fs:7'7^^KpCH0huM2DbfJ:-^*tvSl:h'fl: 
MABL-2^^*:HL50:SM^J^t;?T$/^ffi^JSriB^J#-^73{::^-ro 
[0132] (2) bh^kMABL-l^^*:— ;*:^Fv(HL5) Of^gl 

fch'ftMABL-mflCHL5^tfrSBtHbMABL-2^<*:— ;2|s:^Fv(HL5)Of^i!i{C^o-C 
f^^tUfCo ^— PCR^C*DV^T^4. HEF-huM2H2.1#3(Df'^t?«9{^tMbMABL-l^<*:H 
^V'tgJ^^='"Kt-'5>^7^5KHEF-huMlH2.1#l (^M0>J2Sr#fii) . ^X>* 
HEF-huM2L2.1#l(Z)ftt>9lCtMbMABL-l^^t:^^L^V'a^ilr='— K'r^:^^;^? 
KHEF-huMlL2.1#l (^ife«?»j2S:#M)^^fflL. PCR^fefifei^huMlDb-l*3it5 
huMlDb-2iS:#fCo r^^e>Srfflv^fc0-pCR^cJ;l9, tMbMABL-l^^*:HL5onbv> 
T$y^Sa^J^3-K'rSDNA®f>i-^^tf7^7;^$KpGHOhuMlDb€r#;/to*>^9:^ 
5KpGHOhuMlDb{;i-^*ttSfcMkMABL-l*T:^*:HL5©igSBB^JS.tJ«T5/@?Ba^J^ 
iE^J#-^74{C*-ro 

5 mer, 15 mer. 5 merO^yf^KU^-;*/— ;Sr*b. N*i{g<fc«5[H^]-[L^]-[H^] 
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[0133] fch'fkMABL-2^(^Csc(Fv)20f^®I<Dfc«>{c:Sir^OPCR7°7-l'-^— A— D{;iAPX.. 2 

[0134] Hmvmi^<7)itiib<Dm:ty7^-^—xi5huHS tf'y^'^—E. iE^J#-^75) {i. £tT 

-r-^— xi5huLAS(-:/9-i'-^-F, iS^J#-8-76) {i. L^V^^<^C7^ffiSr=<— K-TSD 
NA{J:/N^:/y^-('XbJioGly Gly Gly Gly Ser Gly Gly Gly Gly Ser 
Gly Gly Gly Gly Ser(iB^J#-^77);6»b?5^S15mery>':^7— ®^Sr='— K-TSD 

[0135] PCRS|it^^:*5V^-CC/F. E/B<Dyy^'^—(Dm^^i:>'^i^X2^(DRJt-^n 

V>, #PCR^^«^(huM2Db-3*3j;tWiuM2Db-4)Sritt®lbfc:„ 5fe*5^ ^— PCRlC^S 
V N-Cfi, fch'^kMABL-2^^^cL^V'ggi|K^3— Ki-SPCR^^!!c«^huM2Db-2 (^i6^»j4 
. ^U^th'fbMABL-2^^*wH^V^*^?r=>— K-rSPCR;t^i^huM2Db-l 

mm^M) %:^th^timmtvxm^^fco :^-pcR^^:*5v^T. tfiia^<DhuM2Db-i 

i:huM2Db-3. :j^XXJPhuM2Dh-2thuM2Dh-4(D^^-^t?'^-C^flb^i^(D^Um^ 
MABL-2ift^*Csc(Fv)2Sr=i— S2oOf^jtDNA (huM2Db-13 thuM2Db-24) Srlt 

*ibfc(M-pcR)o 

[0136] m—PCR^m^iS\ ^-C. 50 mLOSf&iS-a-^Kt-^-PCRT'^-r'V— Sr^tl^tl/20 

pmoK 0.2 mmol/LOdNTP. 1 mmol/L MgSO . ^1 mLO^^SDNAtfet^lJll UOKOD 
-Plus- ^-^ti'^f4=-C\ m#i^«^^fflb-C94'Ctcn5#^, 50t:{C-C30#^. 

[0137] PCR^fifei^C-F (huM2Db-3) S.tm-B (huM2Db-4) ^1.2%T;<f a— ^'5;^/^^^ 
mmiZX^^fSmnU mr.PCRXh\iM2Dh-lRXJ^uM2Dh-2tth\^T-y±>Zf/U 
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tCffiVNfCo ^~PCRJj:*3V>T. ^Mtbr#lmLOhuM2Db-lthuM2pb-3fe5V^{* 
#lmL<DhuM2Db-2i:huM2Db-4. 2 Uc^KOD -Plus-^^-T^lOO mL(D^Jt-U^ 

bfCo ^S^V^-C. ||— PCR^I^— <D^#^^:T35IHl<7^PCR^I:fTV^. PCR^fiK^feltr 
QIAquick PGR Purification Kit(QIAGENltSi)S:fflV^-CiRISiU^ huM2Db-13SrSalI^ 
tFBamHI-e. huM2Db-24SrBamHi;R.WotI-t??g'fkU. #e>H:feDNA»r>i'SrpCHO 
l-Igs^:J^i?— (Ci^ti— ::i:/^Ufc<, DNABB^J^^<??#, tMkMABL-2gi:fls:sc(Fv)2 
(^IELV^T5y^iB^JS^='— K-t-SDNAffiT>i-^tf^9^5K^CHOhuM2scDbt-^ 
^ bfCo ;2^^7x^^FpCHOhuM2scDb{^^*tb^th>f bMABL-2^^sc(Fv)2<?D±gSga 

[0138] (3)tMkMABL-l^(*:sc(Fv)2^m:7'7:^^KO«|g 

5 mer, 15 mer. 5 mer<D^^'^h'V>:fJ-^mU N7^iSJ;«? [H^D-CL^I-CH^] 

-[LiK]o]i|li:/i5J;5tJ:vMi^€^iSUfctMfcMABL-l^l*:sc(Fv)2Sr|g^-r5:/ 
9::=^$K^f^asi-r5yS:fe.ttf^fch<bMABL-2^<*:sc(Fv)2|gm7^7;^5K<7)«l||(;i«e 

[0139] ^— PCR(c:*5V >T{4, PCR^fijci^huM2Db-20ftt><9 {CtMt:MABL-l^#:L$^V 
^^^^i— Ki-5PCR^^jci^huMlDb-2. 25.t5PCR^fi5c!^huM2Db-l(Dft^^'9{Cl:h 
^liMABL-li5T:**:H^V®^>Sr=— K-rSPCR^^ifel^huMlDb-l^^ffiU, tHt 
MABL-l^{^Csc(Fv)2<^JEbV^T5y^gB^J^=»~K-r•5DNAif>^S^^tf:7°7;^5K 
pCHOhuMlscDbS:#fco :*7°7;^5KpCHOhuMlscDb{J:-^*tb6fcMkMABL-lin:*|s 
sc(Fv)2tOi£Si5^J^t057'$y^gB^JSrgB5?IJ#-^79{C^i-o 

[0140] i4:)cHo^mm±mmm<Dm:ii: 

MfeMABL-2^^HL5;5.t/sc(Fv) , MABL-l^^HL5JtTJ?sc(Fv) (^ffl^6<j|g 

2 2 

3^CHO^fla^*^i^S!:-t-5/cfe, pCHOhuMlDb, pCHOhuMlscDb. pCHOhuM2Db 
, pCHOhuM2scDb-<^^— ^CHO^SaiCitfe^-J^AL-fCo 
[0141] ^^i^^—^s Gene Pulser^lg (BioRadtfcJK) ^ffl V J^V'^J'bajKl^— iXai^tClilP 
CHOiNeiiatJlJl^Wtel^UfCo DNA (10 IX g) iiPBSfJlfgl^SbfcCHOiNHllS (1 x lo'^ 
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la/mL) 00.75 mLt:m^\^tcii(D^'^^^'^h\Z.M^. 1.5kV. 

fzmm^. 10%(D'?v'Ji§J^lfD.?tSr-^W-rS^^*a-MEM^Jfi(GIBCO BRL 

%0!>Vil&i«jfiL»^-^#^S^^^-^ a -MEM^«& (GIBCO BRLttSSi) Sr*DX.i# 
*Ufc„ i^'g-:^6<ji:-rSpr^MthCD47;SrBIACORE-fe^'f— '?^S/7'CM5(Biacore 
AB)tcT5i^;«;iy7'yV':J^iSfe-T?@3e'fbL.iS^^a{Cj;0#e>nfci5'n->75^e>[HliR 

jSS^^OiJ'o— V^t:h'ft;MABL-l*3j;t5-2^#:*3fe(DHL5S.t;«sc(Fv)^(DM 
^Jfflfia^i:b-C]g^Lfc„ lOnM methotrexate (SIGMAttK) ^lr^tf^!SjfiL?titJ^&C 
HO-S-SFM II (GIBCO BRL^iJg) (CTi^^^. m'L-^mi^X<0 

[0142] (5) fch'fbMABL-li:th>fkMABL-20HL5&tJ?sc(Fv)^OJ|tS!i 

tfc^'^liMABL-20^rtL^^^HL5^t;5sc(Fv) (Oim®J(fh4a^SrfToyto v>-f no4« 

2 

^C>^#:tj^< I^C^^trWMtrUfCo fcHkMABL-mU^t MbMABL-20]^V ^. 
HL5^tJ5sc(Fv) o]sV^tcJ;«3. Jfti^)^^«f5iA/if^*5ib^.e;6^ofc„ C<7)fci?)*tM;^ 

2 

[0143] mil±M}*. 0.02% Tween20Sr^tf 20 mM mtTY})^ J^mW.. pH 5.5t?2fefC 
1 MB^^-epH^5.5{C|i!lLfc„ 0.02% Tween20Sr^tf20 mM 

^$k-)'h))^J>MW&^ pH 5.5-e5p#'fkb^SP Sepharose Fast Flow column(T-v">-Y 

iij^^SDS-PAGE-C5>*lfb. HL5^T>*sc(Fv) <l^ti>iii5>^i?)fc(lll4)„ 

2 

[0144] H— Xmt?#b*Lfc:HL5^U5sc(Fv) |iJ:9-«. 0.1 M NaOHtCj:«?pH 6.0-6.5<^^ 

2 

iap*9{C|[3igUyi:^. JeriX^no.02% Tween20iS^tf lO mMy V^fp^K. pH 7.0-C 
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mt^x-:fjyj>^^i^^^. v>mmmmm&^2oo mMitx-mimm^±if. :f}^Mz.^R 

[0145] ^-X@-e#e)*Vfc#®^Sr^:*V^*U:entriprep YM-io($yjKT)-e^iiib, 

0.02% Tween20S.U'0.15 M NaCl^-^tf20 mMf^^jg^f^. pH B.O'C^iZ^'fbUlfe 
HiLoad 26/60 Superdex 200 pg column(T-vix-iri^/'^;ti^^^V;:^){J:^*PL'fc„ ^ 

[0146] MMbfc4ffi^01::h'fkMABL-l^#:HL5*5j:t;sc(FvK fcMbMABL-2^#:HL5*D 
iTJ'scCFv) Superdex 200 PC 3.2/30 coluran(T-^v^-vAy^^:^i^'l'^>'^)^'Kffl 

2 

sc(Fvyi^dMt±<^:9-^4t4S^42 kDa*-. th'fbMABL-2tT:fl5:HL5i3j;t;«sc(Fv)^r4 
. B;5^{t±O4)-^fi*>l40 kDaSr^Ufc(ll|17)o fcMbMABL-1,2^ 
f*:<DHL5(4— ;z(s:^Fv(D;=^:9'^^;5>b''ji5^-r'^— t?. t MkMABL-l .2^{4:sc(Fv)^«: 

[0147] th'fbMABL-l^^l5:HL5f*3l^i:^3§7C^#SDS-PAGE5)-tff<^^*x M^ft^i;t> 
monomerC^^^-^^-ftiaiMCJi^tJSO kDa) iC^— (D/-«^K?r^UfCo fcKkMABL-l^^ 
sc(Fv) 3l7ci#jS55<^M^#-emonomer(^^^^»&g(Sst)55 kDa) {C^— 

2 

VKSr^bfc(|2|18)„ tMliMABL-2^fi|s:HL5*3J;tI5sc(Fv) tCoV ^-Ofe»jS5ci:^3l7C 

2 

^ft=SDS-PAGE:9-«f<^i^m. l:MbMABL-HKi*:i^<l^#(C»i^mdS#e>tT.fCo (13 
19)„ yj.±.(DZ.t1i^h. tMbMABL-1.2^<*:HL5tt4>^5a{J:{*S-S$KlSSf4'S<. 

lllfefi?!l6:l:MbMABL-l^^js:HL5S.t^sc(Fv) . fcKl:MABL-2^{is:HL5S.t^sc( 

2 

Fv) (Dm vitro -ecDT^Kh— VJ^M^^H 

2 

t:hCD47jte^^il:2^AbfcL1210jifflfla. MOLT4iWJia(ATCC) . JOK-I^IS Wi^ 

±mtmif^m mt^ms&-t'^^-)^m\^\ t:Mi:MABL-i^^HL5*3j;t/sc(Fv)^ 

, t:h'fkMABL-2^<i(CHL5*3j;-0'sc(Fv) OT^Kh— >':5^^®f^-fflSrAnnexin-V(n->a« 
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10fi&#3i5-f 00.005 nmol/L*-d>b<{*^^Oft;tp9t-PBS(-)^^;!jPU 2mmm 
mi^fCo -?:<^^^ Annexin-V^fe^^TV\ FACSCaribur^g (BECTON DICKINSON) 

ia20{;iMOLT4JSBia{j:*5ftS)^*S::^bfCo 
MMm? : tMkMABL-ltn:^sc(Fv)2<D &M.m^'r/l-W}^X(Dm^Um. 
( 1 ) t h e jfiL5lp!'^!?^^7'/VOf^®i 

GIBCO BRLttM) T*2.5 X lO'^fS/mLtC/c^^i^f-I^MbfCo hh^^^i^M B ^Ti/ 

ciD^i>;^ 6® i^) ( 0 ^li^uT) K±moK-mmmmm2oo /x l (5 x io'<@ 

[0148] (2)lg-§-*i<*:oliK 

fcMbMABL-m{*:sc(Fv)2^ig^^ B . ^SJgS^|lb;fePBS(-);|^ffiV^-C. 1 mg/ 

(l)-ef^Mbfcthejfe#!-^!>><.^7=VK-*l-U. iOK-im^^U^3 B ail?. 1 0 2 
iHl. 5 0 F^. _h|E(2)-ef^ML.fcJS-^^3|Sf^lO mL/kgtClT. M^MJ;«?1^4-L^Co |^ 
i4*j-flgiUT. iijaM«UfcPBS(-)^S:|^^tCl 0 20. 5 0 m. 10 mL/kgl^T, m# 

m^<oik^vtzo v>-ftwDpt>. ip7E-efTofc„ 

(4)^l!l5^ig!i;^<DfNilii 

th>f kMABL-l^#:sc(Fv)20t h & jfiL#f "^^^.^T^/VlJliSftS^lltJK^Ml-OV ^ 

sc(Fv)2^^i¥-e{4PBS (-) S^i¥i:)tlS5L-C^#^F^(7>j^:S:i5B»?>fetbfco 

[0149] &.±x'o. \iHtMABL-mmciFv)2^^\^h&isa.m-^^^'^'fM^nL^x. ^mm 
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^^m8 : S-SiS-^^At MI:MABL-2 HL50f^®i 
(1) tMkMABL-2feT:^HL5--(OS-Si^-a-iE?^J^A 

Dia.hody(DS-Si^'^iCX^^^it(D±ii>(Dmflk^notz (1322) » 
[0150] &.Ti^. (i)Cys44(VH) / Cys 100(VL). (ii)Cys 105(VH) / Cys 43(VL)<0*fi^-a-t> 

Ctcgaggeiattcccaccatgggatggagctgtatcatcc 5F44-100 (^tiS) (iB^J#-^80) 
Gggggcctgtcgcagccagtgaataac 5R44-100 (iB^J#-^81) 
Gggcagtcagtgtatacggccgtgtcgtcagatctgagactgctc 5R105-43 (iE^J#=#82) 
Gggcaatgccttgagtggatgggatatatttatcc 3F44-100(iE^J#-^83) 
Tcattatttgatctcaagcttggtcccgcagcc£iaacgtgtacggaacatgtgt 3R44-100 (BS^J#-^84) 
Tactattgtgctagagggggttactatacttacgacgactggggctgcgcaaccctggtcacagtctc MF 1 05-43 
(BS^J#-i-85) 

Gggcttctgcagataccaatgtaaataggtctttc MR105-43 (BB^J#-^86) 
Gggcagtgcccaagactcctgatctacaaagtttcc 3F1 05-43 (iS^J#-^87) 
Tcattatttgatctcaagcttggtcccctggccaaac 3R1 05-43 (SE^J#-^88) 

<nmi^^. 98^: 30#, 65t: 2^i>. 74*0 30i:>>Sr30-t>--ri^/V'tf ofco 

(i)Cys44(VH) / Cys 100(VL)ffiO^^(D^A«> 5F44-100 / 5R44-100. 3F44-100 
/ 3R44-100O7'^^-7— Ojifl^-g'^^*-CPCRS^£:^S^^fV^. pBluescriptSK+( 
Stratagene%l:)<Z)Smal8Pfii:l::3'iBI»f>»tx 5'if>t<^M(-Rapid DNA ligation kit (Roche 

(iOCys 105(VH) / Cys 43(VL)fflcDie^(^^A«:. 5F44-100 / 5R105-43. 
MF105-43 / MR105-43. 3F105-43 / 3R105-43(Z)7'7-Y-^— <0«a;«^-^*?-fr-ePCRSr 

V\ 5F44-100 / 5R105-43, 3F105-43 / 3R105-43-e#fcPCR^>i-<S: 
pBluescriptSK+OSmalSe^itJliE^il/^b. ^(D^5R105-43*5j;t;5MF105-43{C^Jt) 
<*:#6tJ^^Sr^AbT7^if -f Vb/cBsT107Igl5{4<tSmalgP<4^^Jffi bTMF105-43 / 

MRl05-436&f>lt<S«i^b-C#yt««lllb:fc^iL^no^7:5^5K^:k:JlilSDH5a^(m 
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mmmimAi^. nbHfcm^^±mm7!}^^y'^:^^h*^mwi (QiACEwtt) 

ABI3100 Genetic Analyzer-Cfiftf^fTofCo 
[0151] #^>tufcCys44(VH) / Cys 100(VL)*5j;T^Cys 105(VH) / Cys 43(VL){i, SIT. ' 
>fkMABL-2 HL5 SS44*3j;TJ«MABL-2 HL5 SS105iiq^-S;t>Oi:-f"So MABL-2 

MABL-2 HL5 SS105<DlgSBB^JiT5y^ga^JSr^tV^tlJB?^J^-i-91tBB^J#-^92 

[0152] WJ^mS^^^FS SS44*5 J:tJ5SS105O3i^^?rpBluescriptSK+J:«9BamHK Xhol 

-C§]OmU ^m^cJ^i?— pcDNA3.l(Hygro-)(lnvitrogentt)(^l^^fB'fi?:lw^^bfCo ^ 
tV^>^phMABL2(SS44)*5j;tJ^phMABL2(SS105)i:iq^^^<7?i:i-5o 
[0153] (2)CHO(DXBll)jNflia^ffiV>fcS-Si^^^AtMbMABL-2 HL5(D^mmm(D{^ 

m 

phMABL2(SS44)*3<J:t5phMABL2(SS105)(D-€:tl/-etH0mg<Sr4 X lO^jNaHa^^CHOiSa 
iia(DXBll)^i:3iW:i^hDxKV— iX3>fe[i^x1'^■r^/^i^— (Cytotechnology), 3, 133 

— h (Coming^±) 5t5:lJ:?^zn/V$>fcl9100 mLrT^-^m^ito 5%C02-fV^:x^— iJ^— 
-C37T;. 24^rai§^Ufc#, i^^^rlOOmg/mLOHygromycinB^-^tPaMEM-FBSfC 
ftx.. $fetCHygromaycinBit^$r^|5g6<)(C200 mg/mL. 400mg/mL{;i_h{f . il^Sr 

[0154] #e>tLytS»tit*{±$e>{CDHFRjft^^^ii*g^^Sr^«Jffi bT^{*:;fcjg*^ii;!)P$-*5 
g e<J-CMTX (SIGMA^JJSl) =S:10 nM MTX. 400 mg/mL HygromaycinB-grtf 
aMEM-FBS-(?2ii^i#^«:m\ 10 nM MTXii»'l4Sr:^-r?^M^Ife^Sr#fCo itJ* 
dS-iS«>P>nfe!^3i/KO?^®l|e#lt*f*. $b{CMTX|@*^50 nM. 100 nM, 200 nMtJl 
±{f . ;^i^6^f;:400 mg/mLOHygromacinB. 200 nMOMTX^-^tfaMEM-PBS^i^fe 
cf^-Ci^^LfCo /^'a•^6^i;-r^"5^^Mt^CD47§^BIACORE-fe>'1^— ^5/:/ 
CM5(Biacore AB){CT5i^;?75/:/y^^^fe-eil^'fkU. jS^j$«t^J;«9#fetLfci^n— 

^^WSk^^^MV. ilSIS^O^n— >'Srth'fbMABL-2 HL5 SS44:j3j;t;?SS105(Dii 
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[0155] 3)S-Sii^-^^AtMl:MABL-2 HL5(D^mm^(Dm^ 

_hiB(2)-e#bt^fct:Mt:MABL-2 HL5 SS44:i3it;5SSlO5(D0;iiMl!S^^lOO nM 
MTX. 400 mg/mL Hygromycin BiSr-^tf^ik?ilt^CHO-S-SFIl(GIBCO BRLtUS 

)-^ioo mLo^t°^— 77:5^3-e2jirai&#b, in-fi^^^fofco m^tutmmttki^ 
m X io\ 1 X io'<z)iSBjiasr#€^ji^. 3*fc«:7 0 mmmvx. mm±m^miisivit 

o 

[0156] (4)S-S^'^^Ath>fl:MABL-2 HL5<DJ|tiSi 

MABL-2HL50SS44Xt;«SS105!WJS(2ffil^*tTofCo V ^-f tt(D2am<^tri;f*^^< 

[0157] ^^±?tt*> 0.02% Tween20Sr-^ti'20 mM mStrY^)^J>WtWW.. pH 5.5-e2f&{C 
^3^Ufc^. 1 Mi^^-epH^5.5{::^lEL.fCo ^O^. 0.02% Tween20Sr^tr20 mM 
^^•i-h^Jt^J^-i^WW.. pH S.S-C^P^-fkblfcSP Sepharose Fast Flow column(T"^v^^ 

iii^^SDS-PAGE-e^*fU. th'fl:MABL-2HL5OSS44^lU5SS105?Sr&tfiii^)-<SrA* 

[0158] 0— X^-C#b*T/^tMtMABL-2HL5OSS44*5j;t;5SS105}4. 0.1 M NaOH(C<t«9 
pH 6.0— 6.5<^f5|iart(c:flSEUfc^. ^tbJetU).02% Tween20Sr^tfl0 mMyi^^ 
pH 7.0T'¥^>fbUfc^^-rKn^xXT/>°i?^h;^^A(BIO-RAD, ^-fT^U 20 mm) 

[0159] t^ZlI@-e#?>tl/fc#ilJ^>^Sr^tl<^*XCentricon YM-10($yjKT)-C|gii?Sb. 0.02% 
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Tween20S.W.15 M NaCl^tf20 mUm^^WW. pH e.O-CW-^itl^fcpH S.OX* 
^W'fbbfcHiLoad 16/60 Superdex 200 pg column(T-^v'-YA/<-l':^i^-f:x^^;^)fC^ 

[0160] f|iSlUfc25ffi^<^fch'fbMABL-2HL5<7?SS44*5j;TJ?SS105{*. Superdex 200 PC 

3.2/30 c»lumn(T-^i/^A^^^:^-1^-f3l:/^)S:^ffib5>^ffy/^^J^iSr^TofCo V^-ftV 
t>i^>^/Hf — ^'T?. ^;0>ft-h<?55>^='S*^4O kDa=Sr:^bfe (1323) „ 

[0161] th>fkMABL-2HL5OSS44*5J;tJfSS105H:3l5ct^ilS7C^f4=SDS-PAGE^*f<0^ 

j§5c^ff=-e{*monoiner<^^T-fi{4S(^26 kDa) (']^— <7>/^>K5r^U, #i§7n 
^#-e{*dimer05>^^»<4g(lt)45 kDa) tc:^-<^/^^K^^bfc (11124) » ie^±<^^ 
tMbMABL-2HL5OSS44*5j;T^SS105li-';^^Fv(02:9-^^;{»5s-S^^f-CSS 

IIJt^9:S-Si!$'g>#Al:MbMABL-2^flEHL5<Din vitro -CtOTsKh— 

thCD47jt^^ilr^AU:feL1210Jii|8iia. JOK-15NBJi&(;«cJ[^^Wk^^0f lilt 

^^Annexin-V(niy^.^^T^y^7^^i^^)^felCj:(9^t^bfCo *fBJiai x lO'jStC, 
^^i^^50 nmol/L;6^e>10f&#3^-f 00.005 nmol/L*-C, tjb<{*^^(^f^C:*P'9(^ 
PBS(-)^^^JPb. 24NF^^*UfCo ^<Z)^. Annexin-V^'fe'Sr=ffV\ FACSCariburig 
»(BECTON DICKINSON) {CT^^SilS^SrfflOJ^bfCo ^<Di^:^. V^•ri^<^#lfll^a{Ct> 
jSBiiaJE^^^b:^ |gl25(c:i:MbMABL-2 HL5 SS440thCD47il'g^=-^af ALfc 
L1210iiiBI}a(-*ri-STJKh— i^>^^^^l|:Oii$*Sr^Ufe„ 
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[1] CDiUcm-Bri-^^^hit^i^o 

[2] CD47dSfchCD47-efeS^:^^l fwSBtfeOKMb^^^o 

(1) mmm^7(OT^ymmmi—z5<Dmm (cdrd . t^/^#-^5o— eeogB^j ( 

CDR2) . r5y^##99— 106(7>@H^J(CDR3) 

(2) gH^J#^10<DT$y^#-^31— 35(OgE>?IJ (CDRl) . 66C?Dga^J ( 
CDR2). T5/^##99— 106COiB^J(CDR3) 

(3) iB^j##i3(^T$y^#-^3i— 35ogB3^j (CDRl) > T^y^s-^so—eet^iE^j ( 

CDR2)\ T$y^#-^99— 106<DBB^J(CDR3) 

(4) BH?lJ#-^16<DT$y^#-^31— 35<Z)iB2?lJ (CDRl) . T5/^#-^50— 66<DgE^J ( 
CDR2), r5ySI##99— 106a?iB^J(CDR3) 

(5) gB^J##19<OT$/^#-^31— 35(DgB5^J (CDRl) . T5/^#-^50— 66(©ia^J ( 
CDR2) . r$y^#-^99— 106(7)iS^J(CDR3) 

(6) SS3^J^-^220T5y^#-^31-35<DiE^J (CDRl) , T^y^#-^50— 66<DgB^J ( 
CDR2), T5y^##99— 106(^gB^J(CDR3) 

(7) Ba^j#-i-3o<DT$y^#-^3i— 35<^Ba^j (cdrd . r?.ymWr-^5o—66<Dmn ( 

CDR2) . T5/^#-^99-106<7)Sa??'J(CDR3) 

(8) BH^J#-^37<^T$ym#-i-24-39<OiB^J (CDRl) . T^y ^#-^55-61 (OgE^J ( 
CDR2). r$/^#^94— 102OBB^J(CDR3) 

(9) iB^J##40<DT$y^##24— 39<DBB3?IJ (CDRl) . T5/^#-^55— 61(DiB^J ( 
CDR2) . T5y^#-^94— 102CDgE^J(CDR3) 

(10) Ba^J#-^43<DT$y^#-^24-39(D@Ba?IJ (CDRl) . T5/^#-^55-61<OSE^J ( 
CDR2) . T5/®?#-^94— 102(Oia^J(CDR3) 

(11) iB^J#^460T5y^##24— 39<DgB^J (CDRl) . T$y^#-^55— 61(DiE^J ( 
CDR2). T$y^##94— 102©BH^J(CDR3) 

(12) gB^J#-^49<DT$/^#-^24— 39(DgE5^J (CDRl) . T5/^#-^55— 61<DgB^J ( 
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CDR2). T5/^##94— 102(^@a^J(CDR3) 

(13) |B^J#-^52(DT$y^#-^24— 39(Dg5^IJ (CDRl) . T5y^#-t55— SKDgE^J ( 
CDR2). T5/^#-^94— 102<D@H^J(CDR3) 

(14) iS^J#-^570T5/^#-^24— 390iS^J (CDRl) . T5y^#-^55— 61<DiB^J ( 
CDR2). T$/^##94— 102OgS^J(CDR3) 

(15) iS^J#-i-640T5y^#-^31'^350iEa^J (CDRl) . T5y^#-^50— 66(OSa^J ( 
CDR2) . r$yBfe##99— 106<DgEi?U(CDR3) 

(16) iB^J#^67<DT5y^#-i-24— 39<DgE3?«J (CDRl) . T$y^#-§-55— 61<OiB3^J ( 
CDR2). T5y^#:^94— 102O@E^J(CDR3)o 

[5] ^T<^HB^J<DV ^T tV/S^^tftS^^gi— 3(D V ^-f ix^^t^lE-^ot Mb^ft: : 

(1) ia^J#-^7<DT5y^#-i-l— 30Oia^J(FRl) . T5y^#-^36— 490ia^J(FR2) 
. T$/M#67— 98<7)iB?lJ(FR3)> T$ym#-^107— 1170iB^J(FR4) 

(2) mn^^lO(DT^ym^-^l—ZO<Dmm (FRD ^ T5/^#-^36— 49<DiB^J (FR2 
). T^/mm^67—98(Dmm(.FR3\ T$/^#-^107— 117<DgB^J(FR4) 

(3) gB2?IJ#-^13«)r5yig##l— 30OiB^J (FRl) , T57^#-^36— 49<DgB^J (FR2 
) . T5y^#^67-980ga^J(FR3), T5y^#-^107— 117<^Ba^J(FR4) 

(4) gH»-^16(DT57l^#-^l-30(^ia^J(FRl) , T5y^#-^36-49(^iE^J (FR2 
) . T5y^#^67— 980ga^J(FR3). T§y^#-^107— 1170iS^J(FR4) 

(5) SB^J#-^19(DT^y^#-^l-30OiE^J (FRl) . T5/^#^36-490ga^J (FR2 
) , T5y®5#-^67-980Ba^J(FR3). T5:y^#^107— 117(DSa^J(FR4) 

(6) mmm^22<Dr^ymmmso(D^m (frd . r^/mmm6-49<Dmm (fr2 

). r^ym^^67—98<Omm(FR3\ T$/^#-^107— 117<DiB^J(FR4) 

(7) Ba^J#^30©T^y^#^l-30OSB^J (FRl) . T5/^#-^36— 49<OBB^J (FR2 
) . T$y^#^67-98(DBa^J(FR3). T^/^#^107-117<DiB^J(FR4) 

(8) gH?rj##37<DT57^##l— 230iB^J (FRl) . T$/^#-^40— 54(D@E^J (FR2 
) . T5:y^#-^62-93<DiBMFR3). T$y®?#-^103— 112(DiB^J(FR4) 

(9) iE^J#-^40©r$y^#-^l— 23<DBB?IJ (FRl) , T$y®?#-^40— 540gBJIJ (FR2 
). T5/®?#-§-62— 93<OBE^J(FR3)^ T$y^#-§-103— 112<Dia2?IJ(FR4) 
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(10) iB^J##43OT$/^#-^l— 23<DiE^J (FRl) , T$/^#-^40— 54<Z)gE^J ( 
FR2). T$/^#-^62— 93CD@E3^J(FR3). T5y^#-8-103— 1120ga^J(FR4) 

(11) iH^J#-^46(^T5y^#-^l-230iB^J (FRl) . T$y^#-^40— 54(Z)ME^J ( 
FR2) . T5/^#-^62— 93<DiBJIJ(FR3). T5/^#-i-103— 1120ga^J(FR4) 

(12) iS^J##490T$y^##l-23<^iB3?lJ(FRl) . T5/^#-^40-54(Z)gB^J ( 
FR2). r§y@?#^2-93<Dga>?!|(FR3). T$y^#-^103— 1120ga^J(FR4) 

(13) iB^J#-^520T?y^#-^l— 23<7)iB^nj(FRl) , T^/^#-^40— 54<DiB^J ( 
FR2). T5y^#-i^2-93<DiS3?!I(FR3). T5y^#-^I03— 112(Dga3BJ(FR4) 

(14) iS^J##57<^T5/^#-^l-230iS^J (FRl) . r^/^#-^40-54(DiS^J ( 
FR2) , T5/^#-^62-93(Dia^J(FR3). T5/^#^103— 112<Dga^J(FR4) 

(15) iE^J#-^64<DT^y^#-^l— 30OiE3?lJ (FRl) . T5y^#^36— 49CD@B^J ( 
FR2) . T^/^##67— 980iB?y(FR3), T5/^#-i-107— 1170iB^J(FR4) 

(16) BB^J##670T5y^#-§-l— 23<75gS3^J (FRl) . T^y'@f##40— 54(^5iB^J ( 
FR2). r$/^#-^2-93<DBB3?IJ(FR3). r$y^#-^103— 112<DgB^J(FR4)o 

[6] i&^^it1ni^X-:h^mMm-5(D\, ^-md^t-IB^OtMkJnCfl^o 
[7] y^T^^T'^ (Diabody) X'h^m^^6mM<D}lHt^ii^o 
[8] -;*:i^Diabody-C^b5W^«7|B^<Dt:Mli^#:o 

*^7*fc{48(;itSm<^th^b^#^o 
[10] JJiTO#m^^-r5W^^9tem<^t:Hbtn:#:: 

(1) iE^J##90{c:iE«feOT$y^SE^J^Sr^-r5tT:»: ; Xf4 

[11] sir(D!^m^^-r^m^mmm<7)}^H[:mi^: 

(2) T^y^iB^J (1) {^*3v ^Tl^b<^^|gc^@<DT5:y^^5^^. 'M-;!)PX{*gifeufcT^ 

[12] Diabody^S:«lfifet-579i5^^^b^(-':^^''^7'fKii§-^*5#^'t-5-t^4#mi:t-5. 
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CD47 (cM-^i"5Diabody^ft:o 
[13] &.T<Dmm(D\^ >-rH;6^^ti>tt*^12tCfS^(DDiabody^^*i : 

(1) iB^J#-^70T5y^#-^31— 350iB^J (CDRl) . T5y^#-^50— 660iH^J ( 
CDR2). T^/^#-^9-106(^iB^J(CDR3) 

(2) mmm^io(Driym^mis5<Dmm (cdrd . t$/^-^5o— ee^se^j ( 

CDR2) . T$y^#-^99— 106<DiB^J(CDR3) 

(3) iB^J##13<^T$/il#-^31— 35<DiB^J (CDRl) . T$/^-^50— 660iB^J ( 
CDR2) . T5/^#-^99— 106OBa2?[)(CDR3) 

(4) BE^J##16(^r5y^#-^31— 350iE^J(CDRl). T5y^#-^50— 660BE^J( 
CDR2) , T$7^#-^99— 106(DgE^J(CDR3) 

(5) SB^J#-^19(DT5y^#-i-31— 35<^iS^J (CDRl) . T$y^##50— 660ia^J ( 
CDR2). T$/^##99-106Oia^J(CDR3) . 

(6) Sa3?lJ#-^22(DT$/^#^31-~35©Ba^J (CDRl) . T5y^#-^50— 66©BB^J ( 
CDR2) . T5ym#-^99— 106OiE^J(CDR3) 

(7) iB^J#-i-30OT5y^#-^31— 35<DgB^J (CDRl) . T$y^-^50— 66(Dia3?!l ( 
CDR2) . T$y^#^99— 106<DiB^J(CDR3) 

(8) gH^J#^37<DT5y^#-^24— 39(^SE^J (CDRl) , T5y^#-^55-610SE^J ( 
CDR2), T5/^#-^94— 102(OgH^J(CDR3) 

(9) BB^J##40<^T5y^#-i-24— 39<Z)ga^J (CDRl) , T^/^#-^55— 61<7)ga^J ( 
CDR2) . T^/^#-^94— 102OgB^J(CDR3) 

(10) iB^J#-^43©T5y^##24— 39<^iB^J (CDRl) . r?y^##55— 61<DiB^J ( 
CDR2). T5/^#-^4— 102(Dga^J(CDR3) 

(11) ga?'J#-^460T5y^#-^24~~39<DSB^J (CDRl) . T5y®5#-^55-~61©BB5?lJ ( 
CDR2) . T5/^#-^94— 102<DBE^J(CDR3) 

(12) iE^J##49(Z)T5y^#-^24— 39<^@B^J (CDRl) . T^/^#-^55— 61(^ia?^iJ ( 
CDR2). T$/^#-^94— 102(Dga3?lJ(CDR3) 

(13) iE?[|#-^52<©T^y^#-^24— 390iS^J (CDRl) . T5/^#-^55-61c^ia^J ( 
CDR2). T5/m#-^94— 102©BB^J(CDR3) 
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(14) BH^J#-^57<DT5/^#-^24— 39<^gE^J (CDRl) . T^y^#-^55— 61(Z>gB^J ( 
CDR2) , T5y^#-^94— 102CO@B3?'J(CDR3) 

(15) gB^J#^64<DT5y^#-^31— 35cDie^J (CDRl) . T^/^#-§-50— 660ia^J ( 
CDR2), r5y^#-^99— 106<Dia^J(CDR3) 

(16) iB^J#-^7©T5y^#-^24— 39<7)BB^J (CDRl) . T^y^#-^55— 61(Dga^J ( 
CDR2). T5/^#-^4— 102(DgE^J(CDR3)o 

[14] £ATOiE^JSr^tPCD47{Ci^-g'-r5fcMb^#:: 

(1) ia?^j#-^3o<DT5y^#-^i- 1 i7(Dmm(Dmm^wmvmi^ : axjp 

(2) se^j#-^57(DT5/^#-^i — n2<Dmm(Dmm^ULmvmi^o 
[15] ur(Dmn^^t^cDin^^^ir^\^Htmi^: 

( 1) Ba^J#^64(D7'5y ^#-^1— 1 17<^SB^Jtr^tf Hf^VgS^ : 

(2) BE3?iJ#-^670T5y^##l— ll2(DiB^J;lr^tfL^v^ftg„ 

[16] slT(D\,^'ri^i!)^<Dmm^t^cD4:7K1^^•r?>^m 

(1) iH^J#-i-730T$/^#-^l— 2340iB^J 

(2) iB^J#-^74(DT$y^#-^l-234(7)gB^J 

(3) BB^J##78(^T$7^##1— 4830BB^J 

(4) BB^J#^79(DT§/^#-^l— 4830ia^J<, 

[18] m^mi7{ctim<Dm^^^-^t^^i^i^-. 

[19] ^^^l8i;:teife<^-<i5'i?-Sr^tf^^jiifflliao 

[21] »^^l-l6(Dv^•rn^M-^«<Dgt^*:?l:•^^fJjiL^^^a?&ss^l^ 

x-^i^fijiL^S, ^ATmm&skm. #^i4#M®> Mixed Leukemia, Hairy cell 
Leukemia^<D &sk.m. ^t^y^/^-^® (Hodgkin^^, ^^Hodgkiny^'^-?®) > W^^^tt 
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